
Europaisches Patentamt 
European Patent Office 
Office europeen des brevets 



(n) Publication number: 0 512 831 A1 



EUROPEAN PATENT APPLICATION 



@ Application number: 92304113.1 
(g) Date of filing : 07.05.92 



(g) int ci.^ C07D 401/06, C07D 211/76. 

C07D 417/06. C07D 401/14. 
C07D 453/06. A61K 31/445. 
A61K 31/495. A61K 31/54 



@) Priority: 07,05.91 US 696893 

25.06.91 US 720357 

23.04.92 US 871262 

@ Date of publication of application : 
11.11.92 Bulletin 92/46 

^ Designated Contracting States : 

AT BE CH DE DK ES FR GB GR IT U LU NL PT 
SE 

@ Applicant : MERCK & CO. INC. 

126, East Lincoln Avenue P.O. Box 2000 
Rahway New Jersey 07065-0900 (US) 

@ Inventor : Duggan. Mark E. 

300 North Essex Avenue, Apt 205B 
Nart>erth. PA 19072 (US) 



Inventor : Ihle. Nathan 
2416 Rickert Road 
Perkasle. PA 18944 (US) 
Inventor: Hartman. George 
1529 Tennis Circle 
Lansdale. PA 19446 (US) 
Inventor : Turchi, Laura M. 
214 Croft Ridge Drive 
Broomal. PA 19008 (US) 
Inventor : Egbertson. Melissa S. 
1232 Lois Road 
Ambler. PA 19002 (US)_ 
Inventor : Hoffman, Williani F. 
740 Weikel Road 
Lansdale, PA 19446 (US) 

@ Representative : Thompson, John Dr. et al 
Merck & Co., Inc. European Patent 
Department Terlings Park Eastwick Road 
Harlow, Essex CM20 2QR (GB) 



@ Fibrinogen receptor antagonists. 
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are disclosed for use in inhibiting the binding of fibrinogen to blood platelets and for inhibiting the 
aggregation of blood platelets. 



Jouve, 18, oje Saint-Denis, 75001 PARIS 



EP 0512831A1J > 



EP 0 512 831 A1 

■ 

FIELD OF THE IfsfVENTiON 

This invention relates to the discovery of fibrinogen receptor antagonists of Formula I for use in inhibiting 
the binding of fibrinogen to blood platelets and inhibiting the aggregation of blood platelets when administered 
5 to mammals, preferably humans. 

BACKGROUND OF THE INVENTION 

The interaction of platelets with the coagulation and fibrinolytic systems in the maintenance of hemostasis 
10 may become pathogenic, requiring prevention and treatment. The fibrinogen receptor antagonists of Formula 
I are useful in treating various diseases related to platelet aggregation and fibrin formation. 

An interest in platelet inhibitors has reemerged as a result of a better understanding of the role of platelets 
and thrombosis in the pathogenesisof vascular disease, including unstable angina, acute myocardial infarction 
and stroke. 

15 Platelets are cell-like anucteated fragments, found in the blood of all n^mmals, which participate in bipod 

coagulation. Fibrinogen is a glycoprotein present as a normal component of blood plasma. Fibrinogen partici- 
pates in platelet aggregation and fibrin fonmation in the blood clotting mechanism. Platelets are deposited at 
sites of vascular injury where multiple physiological agonists act to initiate platelet aggregation culminating in 
the fonmation of a platelet plug to minimize blood loss, tf the platelet plug occurs in the lumen of a blood vessel, 

20 normal blood flow is impaired. 

Platelet membrane receptors are essential in the process of platelet adhesion and aggregation. Interaction 
of fibrinogen with a receptor on the platelet membrane complex llb/IIla is known to be essential for normal pla- 
telet function. 

Zimmerman et al., U.S. Patent No. 4,683,291, describes peptides having utility in the study of fibrinogen- 
25 platelet, platelet-platelet, and cell-cell interactions. The peptides are described as having utility where it is de- 
sirable to retard or prevent formation of a thrombus or clot in the blood. 

Pierschbacheretal., U.S. Patent No. 4,589,881, describes the set^uence of an 1 1.5 kDal polypeptide frag- 
ment of fibronectin which embodies the cell-attachment-promoting activity of fibronectin. 

Ruosiahti et al., U.S. Patent No. 4,614,517, describes tetra peptides which alter cell-attachment activity of 
30 cells to various substrates. Figure 1 lists the polypeptides that were synthesized by Ruosiahti et al. in "deter- 
mining the smallest peptide exhibiting cell attachment activity." Ruosiahti et al., U.S. Patent No. 4,578,079, de- 
scribes similar tetrapeptides. 

Pierschbacheret al., Proc. Nati. Acad. Sci . USA, Vol. 81, pp.5985-5988, October, 1984, describe variants 
of the cell recognition site of fibronectin that retain attachment-promoting activity. Pierschbacher eL al. further 
35 assayed the cell attachment-promoting activities of a number of structures closely resembling the Arg-Gly-Asp- 
Ser peptide, and found "that the arginine, glycine, and aspartate residues cannot be replaced even with dosely 
related amino acids, but that several amino acids can replace serine without loss of activity." 

Ruosiahti et al.. Science , Vol. 238, pp. 491-497, October 23, 1987, discuss cell adhesion proteins. They 
specifically state that "elucidation of the amino acid sequence of the cell-attachment domain in fibronectin and 
40 its duplication with synthetic peptides establish the sequence Arg-Gly-Asp (RGD) as the essential stnjcture 
recognized by cells in fibronectin." 

Cheresh, Proc. Nati. Acad. Sci. USA . Vol. 84, pp. 6471-6475. September 1987. describes the Arg-Gly- Asp- 
directed adhesion receptor involved in attachment to fibrinogen and the von Willebrand Factor. 

Adams et al.. U. S. Patent No. 4,857.508. describes tetrapeptides which inhibit platelet aggregation and 
45 the fonmation of a thrombus. 

It is, therefore, an object of tiie present invention to provide fibrinogen receptor antagonists for use in in- 
hibiting the binding of fibrinogen to blood platelets and inhibiting the aggregation of blood platelets: Another 
aspect of the present invention is to provide novel fibrinogen receptor antagonist compounds. Other objects of 
the present invention are to provide methods of inhibiting the binding of fibrinogen to blood platelets and inhib- 
50 iting the aggregation of blood platelets, through the administration of novel fibrinogen receptor antagonist com- 
pounds. The above and other objects are accomplished by the present invention in the manner described below. 

SUMMARY OF THE INVENTION 

55 The present invention provides fibrinogen receptor antagonist compounds of the formula: 



2 
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for use in inhibiting the binding of fibrinogen to blood platelets and for inhibiting the aggregation of blood pla- 
telets. The above-mentioned compounds can be used in a method of acting upon a fibrinogen receptor which 
comprises administering a therapeutically effective but non-toxic amount of such compound to a mammal, pre- 
ferably a human. A phamnaceutical composition comprising a pharmaceutically acceptable carrier and, dis- 
persed therein, an effective but non-toxic amount of such compound is another feature of this invention. 

15 DETAILED DESCRIPTION OF THE INVENTION 
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Fibrinogen receptor antagonist compounds of Formula I are useful in a method of inhibiting the binding of 
fibrinogen to blood platelets and for inhibiting the aggregation of blood platelets. Fibrinogen receptor antagon- 
ists of this invention are Illustrated by compounds having the formula: 

0 R 
If 1 

X- ( CH2 )in- Y- ( CH2 )i^-C-NH-CH-CH-Z 

r1 



wherein: 
30 X is 

NH NH NH 

-Nr'r3, -NH-C-Nr7r^. -C-NR^r3, r7-C-NH- 

35 
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where A=N and B= -CHr. or A= -CH- and B= NR^; 
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35 where R^^ is Ci^ alkyl. aryl, aryl C,^ alkyl; 
u is -CH-, -C-, or -N-; 
V is -CH-, -C-, or -N-; 
R and R"" are independently hydrogen, 

aryl, wherein aryl is defined as a mono- or polycydic aromatic system comprised of 5 or 6 membered 

40 rings containing 0, 1, 2, 3, or 4 heteroatoms selected from nitrogen, oxygen and sulfur; and phenylene. either 
unsubstituted or substituted, with one or more groups selected from hydroxy!, fluoro, chloro, bromo. iodo, cyano, 
trifluoromethyl, Ci_3 alkoxy. C^^ alkylcarbonyloxy, Ci_5 alkoxycarbonyl, C,^ alkyl, aminoCi.5 alkyl, hydroxy- 
carbonytCo-5 alkyl, or hydroxycarbonylCi_5 alkoxy. 

Co^alkyl. either unsubstituted or substituted, with one or more groups selected from fluoro, chloro. bro- 

^ mo. iodo, hydroxyl, Ci_5alkylcarbonyl-(Cc^lkyl)amino, arytCi_5alkyl carbonyl(Co_€alkyl)amino, aryloxy, Ci_ioal- 
koxy, Ci^alkoxycarbonyl, Co_5alkyIaminocarbonyl,Ci_5alkylcarbonyloxy, Cs^cycloalkyl, aryi.oxo, amino, Ci^al- 
kyl, Ci_3aikylamino, aminoCi.3alkyl,arylC(v^alkylaminocarbony!, phenylCi_3 alkylamino, aminocarbonylCo^al- 
kyl, Ci^lkylsulfonyl (Co^alkyl)amino, arylCo_ioalkylsulfonyl(C(^aIkyl)-alkylsu!fonyl, Co^aikylsulfonyl, hydrox- 

^ ycarbonyl-C(^alkyl. Ci^alkyloxycarbonyl-(Co^alkyI)amino. arylCo-ioalkyloxycarbonyl(Co^alkyl)amino, Co_8 al- \ 
kylaminocarbonyl(Co^ alkyl)amino, arylCo^alkylaminocarbonyl(C(>_6alkyl)amino, Co-ealkylaminocarbonyloxy, 
arylC(v_ioaIkylaminocarbonyloxy, Ca_«alkylaminosulfonyl(Co^ alkyl)amino. arylCo^alkylaminosulfcnyl(Co^at- 
kyl) amino, Co-sa'kyla'^'nosuifcny!, or arylCo^alkylaminosulfonyl; provided that the carbon atom to which R or 
R^ is attached bear only one heteroatom; 

55 R2 is hydrog n, 

Ci_i2alkyl, unsubstituted or substituted, with one or more Ci^alkyl groups, 
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0 0 CEo CHo 0 
-CH^OC-R^. -CHOCR^ or -C-0 C-R^ 



where = Ci_€alkyl, branched or unbranched, or phenyl, and wherein R^, when appearing more than 

once, can be same or different; 

R7, R3 and R^ are Independently 
hydrogen, 

to Ci.12 alkyl, unsubstituted or substituted, with one or more Ci_6 alkyi groups, 

arylCcMalkyI, or 
cyano 

provided that when R^ and R^ are independently cyano, X is 

15 

m NH 



-NE-C-Nr'7r3 or -C-NR'7r3; 



20 k is 1-4; 
m is 1-4; 
p is 1-6; 
q is 0-2; 

or the pharmaceutical I y acceptable salts thereof, or optical isonners thereof. 
25 More preferred compounds of the present invention have the following formula: 



0 R 

30 X-(CH2)ji,-y-(CH2)k-C-NH-CH-CH-C02R2 

■ \ ■ ■ -rI ■ 
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wherein: 
X is -NR7R3, 
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D = -C-, 



H2N-CH2 
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2 is CO2R2 
Yis 
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wherein n is 1 , 2 or 3; 

R and are independently chosen from phenyl, thiophene, imidazole, naphthyi, indole, indazole, thio- 
naphthene, either unsubstituted or substituted, with hydroxy, halogen, hydroxycarbonyl alkyi, Ct_3a'kyl. 

25 either unsubstituted or substituted, with one or nnore groups selected fonm aryl, aryloxy, Ci_io alkoxy, Co_5 al- 
kylaminocarbonyl, arylCo_5 alkylaminocarbonyl, hydrogen, 

Co^alkyl either unsubstituted or substituted, with one or nnore groups selected from halogen, hydroxyl, 
Ci^alkylsulfonylamino. aryl Co^alkylsulfonyl amino, Ci-^alkylsulfonyl, arylCo-ealMsulfonyl, Ci^salkylcarbonyla- 
mino, arylCi.5aIkylcarbonylamino, aryloxy, Ci_io alkoxy, Ci^salkoxycarbonyl. Co-salkylaminocarbonyi, Ci_5a!- 

^ kylcarbonyloxy, Cj_eCyc!oaIkyl, aryl, 0x0, amino, Ci_6alkyl, Ci_3alkyl amino. aminoCi^ alkyI, arylCo-5 alkylami- 
nocarbonyl, phenylCi_3 alkylamino, aminocarbonylCo^ alkyl, or hydroxycarbonyICo_5 alkyl. provided that the 
carbon atom to which R or R"" is attached bear only one heteroatom. 



where = Ci_6aikyl, branched or unbranched, or phenyl, and wherein R^ when appearing more than 
once, can be the same or different; 
R^ R3 and R* are independently hydrogen, or 
45 Ci.3alky1, unsubstituted or substituted, with one or more Ci_6alkyl groups; 
k is 1-4; 
m is 1-4; 
q is 0 or 2; 
p is 1-3; 

50 or the phamiaceutically acceptable salts thereof, or optical isomers thereof. I 
Most preferred compounds of the present invention have the following formula: 



35 



R2 is hydrogen, 

C1-12 alkyl, unsubstituted or substituted, with one or more C^^alkyl groups. 



40 




0 R 

X- ( CH2 )m-Y-CH2-C-NH-CE-CH-C02R 
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wherein n is 1, 2 or 3; 

R and are independently chosen from phenyl, thiophene. imidazole, naphthyl, indole, indazoie, thio- 
naphthene, either unsubstituted or substituted, with hydroxy, halogen, hydroxycarbonyl Cq^ alkyi, Ct_3alkyl, 
either unsubstituted or substituted, with one or more groups selected fomn aryl, aryloxy, C^.io alkoxy, C0-5 a'- 
kylaminocarbonyl, aryiCp-s alkylaminocarbonyl, 
hydrogen, 

Ccv^alkyl, either unsubstituted or substituted, with one or more groups selected from halogen, hydroxyl, Ci_5al- 
kylcarbonyiamino, arylCi_5 alkyl carbon yl amino, aryloxy, Ci_io alkoxy, Ci.5alkoxycarbonyl, Co-salkylaminocar- 
bonyl, Ci_5alkylcarbonyloxy, Ca^cycloalkyl, aryl, 0x0, amino, Ci^alkyl, Ci^alkylamino, aminoCi_3 alkyl, ar- 
yICo_5 alkylaminocarbonyl, phenyICi_3 alkylamino, aminocarbonylCo^ alkyl, or hydroxycarbonyl Ca_5 alkyl, pro- 
vided that the carbon atom to which R or Ri is attached bear only one heteroatom; 
R2 is hydrogen; 
R7, R3 and R^ are 
hydrogen; 
m is 1-4; 
p is 2-4; 

or the pharmaceutically acceptable salts thereof, or optical isomers thereof. 

This invention includes the following abbreviation designations; Bn, benzyl; NMM, N-methylmorpholine; 
HOBt, l-hydroxybenzotriazole; EDC, 1-(3-dimethyiaminopropyl)-3-ethylcarbodiimide-hydrochloride; DMF, di- 
methylformamide; BOC, tert-butyloxycarbonyi; pTSA, para-toluenesulfonic acid; DMS, dimethylsulfide; TFA, 
trifluoroacetic acid; THF, tetrahydrofuran; TBDMS, tert-butytdlmethylsllyl. 

The pharmaceutically acceptable salts of the compounds of Fonnuia I include the conventional non-toxic 
salts or the quarternary ammonium salts of the compounds of Formula I formed, e.g., from non-toxic inorganic 
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or organic acids. For example, such conventional non-toxic salts include those derived fronn inorganic acids 
such as hydrochloric, hydrobromic, sulfuric, sulfamic, phosphoric, nitric and the like; and the salts prepared from 
organic acids such as acetic, propionic, succinic, glycolic. stearic, lactic, malic, tartaric, citric, ascorbic, pamoic. 
maleic. hydroxymaleic, phenylacetic, glutamic, benzoic, salicylic, sulfanilic, 2-acetoxybenzoic, fumaric, tolue- 

5 nesulfonic, methanesulfonic. ethane disulfonic, oxalic, isethionic, and the like. 

The phanmaceutically acceptable salts of the present invention can be synthesized from the compounds 
of Formula I which contain a basic or acidic moiety by conventional chemical methods. Generally, the salts are 
prepared by reacting the free base or acid with stoichiometric amounts or with an excess of the desired salt- 
fomning inorganic or organic acid or base in a suitable solvent or various combinations of solvents. 

10 The phanmaceutically acceptable salts of the acids of Formula I are also readily prepared by conventional 
procedures such as treating an acid of Fonmula I with an appropriate amount of a base, such as an alkali or 
alkaline earth metal hydroxide e.g. sodium, potassium, lithium, calcium, or magnesium, or an organic base such 
as an amine, e.g., dibenzylethylenediamine, trimethylamine, piperidine, pynrolidine. benzyiamine and the like, 
or a quaternary ammonium hydroxide such as tetramethyl ammonium hydroxide and the like. 

15 The compounds of Formula I are useful in inhibiting the binding of fibrinogen to blood platelets, inhibiting 
aggregation of blood platelets, treatment of thrombus formation or embolus fomriation, in the prevention of 
thrombus formation or embolus formation, and in the mediation of cell-cell fusion events, such as spenrrvegg 
fusion, resulting in mammalian fertilization Inhibition. The^e compounds are useful as phanmaceutical agents 
for mammals, especially for humans. The compounds of this invention may be administered to patients where 

20 prevention of thrombosis by inhibiting binding of fibrinogen to the platelet membrane glycoprotein complex Ub- 
/Illa receptor is desired. Compounds of this invention may also be used-to prevent or modulate the progress 
of myocardial infarction, unstable angina and thrombotic stroke, in either acute or chronic settings. In addition, 
they may be useful in surgery on peripheral arteries (arterial grafts, carotid endarterectomy) and In cardiovas- 
cular surgery where manipulation of arteries and organs, and/or the interaction of platelets with artificial sur- 

25 faces, leads to platelet aggregation and consumption. The aggregated platelets may fonm thrombi and throm- 
boemboli. Compounds of this invention may be administered to surgical patients to prevent the fonmation of 
thrombi and thromboemboli. 

Extracorporeal circulation is routinely used for cardiovascular surgery in order to oxygenate blood. Platelets 
adhere to surfaces of the extracorporeal circuit. Adhesion is dependent on the interaction between GPIIb/llIa 

30 on the platelet membranes and fibrinogen adsorbed to the surface of the circuit (Gluszko et al., Amer. J. Phys- 
iol., 1987. 252:H, pp 615-621). Platelets released from artificial surfaces show impaired hemostatic function. 
Compounds of this invention may be administered to prevent adhesion. 

Other applications of these compounds include prevention of platelet thrombosis, thromboembolism, re- 
ocdusion, and restenosis during and after thrombolytic therapy and prevention of platelet thrombosis, throm- 

35 boembolism, reocclusion and restenosis after angioplasty of coronary and other arteries and after coronary ar- 
tery bypass procedures. 

The compounds of Formula I may be administered to mammals, preferably in combination with phanma- 
ceutically-acceptable carriers or diluents, optionally with known adjuvants such as alum, in a phanmaceutical 
composition which is non-toxic and In a therapeutically effective amount, according to standard phannaceutical 
40 practice. The compounds can be administered orally or parenterally, including intravenous, intramuscular, in- 
traperitoneal, trans-dermal, subcutaneous and topical administration. 

For oral use of a fibrinogen receptor antagonist according to this invention, the selected compounds may 
be. administered, for example, in the form of tablets or capsules, or as an aqueous solution or suspension. In 
the case of tablets for oral use. carriers which are commonly used include lactose and corn starch, and lubri- 
45 eating agents, such as magnesium stearate, are commonly added. For oral administration in capsule fonm, use- 
ful diluents include lactose and dried com starch. When aqueous suspensions are required for oral use. the 
active ingredient is combined with emulsifying and suspending agents. If desired, certain sweetening and/or 
flavoring agents may be added. 

For intramuscular, intra pertioneal, subcutaneous and intravenous use. sterile solutions of the active ingre- 
50 dient are usually prepared, and the pH of the solutions should be suitably adjusted and buffered. For intravenous 
use, the total concentration of solutes should be controlled in order to render the preparation isotonic. 

The present invention also encompasses a pharmaceutical composition useful in the treatment and pre- 
vention of diseases related to platelet aggregation, fibrin formation, and thrombus and embolus fonmation, conn- 
prising the administration of a therapeutically effective but non-toxic amount of the compounds of Fonmula 1 , 
55 with or without pharmaceutically acceptable carriers or diluents. 

. Compositions of this invention include fibrinogen receptor antagonist compounds of this invention in conrv 
bination with pharmacologically acceptable carriers, e.g. saline, at a pH lev I e.g. 7.4, suitable for achieving 
inhibition of platelet aggregation. The compositions may also be combined with anticoagulants such as heparin 

8 
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or warfarin. The compositions may also be combined with thrombolytic agents such as plasminogen activators 
or streptokinase in order to inhibit platelet aggregation In more acute settings. The composition may further be 
combined with antiplatelet agents such as aspirin. The compositions are soluble in an aqueous medium, and 

5 When a compound according to Formula I is used as a fibrinogen receptor antagonist in a human subject, 

the daily dosage will normally be determined by the prescribing physician with the dosage generally varying 
according to the age, weight and response of the individual patient, as well as the severity of the patients symp- 
toms. 

In one exemplary application, a suitable amount of compound is administered orally to a heart attack victim 
10 before or subsequent to angioplasty. Administration occurs before or subsequent to angioplasty, and is in an 
amount sufficient to inhibit platelet aggregation, e.g. an amount which achieves a steady state plasma concen- 
tration of between about 0.01-100 ^M preferably between about 0.01-10 ^M. 

The present invention also includes a phanmaceutical composition comprising compounds of the present 
invention in combination with tissue type plasminogen activator or streptokinase. The invention also includes 
15 a method for promoting thrombolysis and preventing reocclusion in a patient which comprises administering 
to the patient an effective amount of compositions of the invention. 

The present invention provides a method of inhibiting the binding of fibrinogen to blood platelets, inhibiting 
aggregation of blood platelets, treating thrombus formation or embojus fonmation, and in preventing thrombus 
formation or embolus formation in a mammal, comprising the administration of a therapeutically effective but 
20 non-toxic amount of the compounds of this invention, with or without pharmaceutically acceptable carriers or 
diluents. 

The present invention still further provides a method of inhibiting the binding of fibrinogen to blood platelets, 
inhibiting aggregation of blood platelets, treating thrombus formation or embolus fonmation, and in preventing 
thrombus formation or embolus formation in a mammal, comprising the administration of a therapeutically ef- 
25 fective but non-toxic amounts of the compounds of this invention In combination with thrombolytic agents, such 
as tissue plasminogen activators or streptokinase, anticoagulants such as heparin or warfarin, or antiplatelet 
agents such as aspirin, with or without pharmaceutically acceptable carriers or diluents. 

The following compounds and associated IC50 values (concentrations which inhibit aggregation by 50% 
relative to a control lacking the compound) are exemplary of the invention. 
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Compounds of the invention can be prepared according to one of the following genera! procedure 
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SCHEME I 

An aryl or alkyi alcohol Is protected If needed and is oxidized to the corresponding aldehyde via oxalyl chlor- 
ide/DMSO, pyridiniurr. chlcrcchrcrr^te or c!nr;i!ar reagent. Typically, these oxidations are carried out in halo- 
5 carbon solvents such as CH2CI2 at -78** to room temperature for 0.5-6 hrs. Olefinatlon of the resulting aldehyde 
with a carboalkoxymethylene phosphorane proceeds to give the desired unsaturated ester. Typically, this re- 
action is mn in halocarbon solvents such as CH2CI2 at 0-60° for 1-18 hours. Treatment of this ester with a chiral 
amine such as R-(+)-a-methyl benzyl amine provides a diastereomeric mixture of amines that can be separated 
typically by column chromatography. 

to 

SCHEME 2 

An aminoalkanol is protected on N with a BOC, or similarly suitable group such as CBZ, FMOC, etc.. and 
converted to the alkyI halide, typically the iodide. PhaP and iodine are typically used for this purpose and the 
15 reaction Is run in aromatic solvents such as benzene or toluene in halocarbons such as CH2CI2 at 0-50° for 5 
minutes to 10 hrs. Fonmation of an alkyI azide is effected by treatment with NaNa or similar azide transfer agent, 
and this azide is catalytically reduced to the corresponding amine in alcohol solvents (EtOH, CH3OH) at room 
temperature over the course of 0.5-10 hrs. 

20 SCHEME 3 

Alkylation of cyclic amide or urea Intermediates occurs in the presence of a suitable base, such as 
LiN(TMS)2 or simple amines such as EtN(i-Pr)2 and an appropriate alkylating agent such as an alkyI in alkyl 
iodide or a bromide such as ethyl bromoacetate. Disubstitution in the intermediate is effected by repetition of 

25 the deprotonation/alkylation sequence. When an ally! reagent is used to alkylate, subsequent oxidation with 
RuCl3/Nal04 or KMn04 or other suitable reagent provides the tenninal carboxylic acid. This acid may then be 
coupled via an amide bond with C-tenminal chiral or achiral amines to provide further intemhediates. Typically, 
coupling reactions are carried out in DMF or halocarbon solvents such as CH2CI2 utilizing standard reagents 
such as DCC, EDC, i-butyl chlorofomnate and the like. Final de-protection of Intermediates typically involves 

30 base catalyzed hydrolysis of esters and acid catalyzed N-de protection. 

The compounds of Formula I are prepared according to the reaction schemes set forth below. Compound 
1, 3-indolepropano!, is commercially available from Aldrich Chemical. . 'J 
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Preparation of 3-(lndol-3-yl)propanol-tert-butyl-dimethylsilyl ether (2) 

To a stirring solution of 3-indolepropanol 1_(15 g, 86 nnmol), DMF (200 mL), and imidazole (12.8 g, 0.19 
mo!) atG°C was added tert-butyldinnethylsllyl chloride (14.2 g, 95 mmol) followed by removal of the cooling bath. 
After 20 hours the reaction mixture was diluted with ether and then washed with H2O (2 times) and brine, dried 
(MgS04), and concentrated to yield thesilyl ether 2 (29 g) as an amber oil. TLC Rf= 0.54 (20% ethyl acetate/hex- 
anes); 

iH NMR (CDCI3) 6 8.07 (bs, 1H), 7.77 (d, J=7H2, 1H), 7.49 (d, J=7Hz, 1H), 7.33 (t. J=7Hz. 1H). 7.26 (t, J=7Hz, 
1 H). 7. 1 2 (s, 1 H), 3.84 (t, J=6H2. 2H). 2.95 (t, J=7H2, 2H). 2.08 (m, 2H), 1 .08 (s. 9H). 0,25 (s, 3H). 0.22 (s. 3H). 

Preparation of N-Acetyl-3-(indol-3-yl)-propanol-tert-butyldimethylsiiyl ether (3) 

A solution of the indole 2 (29 g, 86 mmol), CH2CI2 (450 mL), 1,8-diazobicyclo[5.4.0]undec-7-ene (38 mL, 
0.26 mol), 4-dimethylaminopyridine (1.0 g, 8.5 mmol), and acetic anhydride (32 mL, 0.34 mol) was stirred for 
1 week at ambient temperature. The reaction mixture was concentrated and then diluted with ether. The ether 

was [hen washed wiiii n20, OVo KH SO4 diiu uriim, uiieti {ivi93G4)t 01 lu uuiiuenueiicu. rloali Ciirorualo^iapny 

(silica, 5% ethyl acetate/hexanes) gave the acyiated product 3 (27 g) as a yellow oil. 
TLC Rf= 0.56 (20% ethyl acetate/hexanes). 
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Preparation of N-acetyl-3-(indol-3-yl)propanol (4) 

To a stirred solution of the silyl ether 3 (27 g, 81 mmol) in THF (270 mL) at ambient temperature was added 
a premixed solution of n-Bu4NF (1M in THF: 244 mL, 0.24 mol) and AcOH (14 mU 0.24 mnnol) (1:1). After 20 
5 hours the reaction mixture was diluted with ether and then washed with H2O (2 times) and brine, dried (MgS04), 
and concentrated to give the alcohol 4 (19 g) as a yellow crystalline solid. TLC Rf= 0.35 (60% ethyl acetate/hex- 
anes); 

1H NMR (CDCI3) 5 8.42 (m. 1 H). 7.55 (d, J=7Hz. 1 H). 7.36 (t, J=7H2. 1H). 7.29 (t J=7Hz, 1 H). 7.27 (7d. J=7Hz. 
1H), 7.22 (s, 1H), 3.78 (t, J=7Hz. 2H). 2.82 (t, J=7Hz, 2H) 2.61 (s, 3H), 2.00 (m, 2H). 

to 

Preparation of 5-(N-Acetyl-indo!-3-yl)pent-2-enolc acid ethyl ester (5) 

To a stin-ing solution of oxalyl chloride (11.4 mL, 0.13 mol) in CH2CI2 (440 mL) at -78*'C was added dry 
DM SO (12.4 mL, 0.17 mol) dropwise. After 5 minutes, gas evolution ceased and the alcohol 4 (19 g, 87 mmol) 

75 in CH2CI2 (40 mL) was added. After 30 minutes, NEts (73 mL, 0.52 mol) was added to effect a thick slurry. The 
cooling bath was removed and the reaction stirred for an additional 15 minutes before adding (carbethoxy- 
methylene)triphenyl phosphorane (33.5 g, 96 mmol). After 2.0 hours, the reaction mixture was diluted with ether 
and then washed with H2O (2 times), 5% KHSO4 and brine, dried (MgSOJ, and concentrated. Flash chroma- 
tography (20% ethyl acetate/hexanes) gave the olefin 5 (14 g) as a white solid. 

20 TLC Rf= 0.54 (60% ethyl acetate/hexanes); 

NMR (CDCI3) 8.42 (bd, 1H), 7.50 (d, J=7Ha 1H), 7.34 (t, J=7Hz, 1H), 7.28 (t, J=7Hz. 1H), 7.19 (bs, 1H), 
7.03 (dt, J=18 and 7Hz, 1 H). 5.88 (d, J=18Hz, 1H). 4.19 (q. J=7Hz, 2H), 2.87 (t, J=7Hz. 2H), 2.63 (m, 2H), 2.61 
(s, 3H). 1.28(t.J=7Hz. 3H). 

25 Preparation of N>(R)-a-Methylbenzyl-3(R)-[2-(indol-3-yl)ethyl]p-alanine ethyl ester (6a) and N-(R)-a-Methyl- 
benzyl-3(S)-[2-(indol-3-yl)ethyl]p-alanine ethyl ester (6b) 

A mixture of olefin 5 (2.77 g, 9.7 mmol) and R-(+)-a-methylbenzylamine (5.03 mL, 39 mmol) was heated 
under a cold finger at 1 10°C for 40 hours. The cooled reaction mixture was applied directly to a flash chroma- 
30 tography column (silica, 40:2:1, hexanes:ethyl acetate: 2-propanol). The (R,R) isomer 6a eluted first (1.19 g) 
as a viscous yellow oil which solidified on standing. Recrystallization from hexanes/ethyl acetate provided crys- 
talline material. The (R,S) isomer 6b eluted next (1 .55 g) as a viscous yellow oil containing ca 1 0% of the (R,R) 
isomer. 6a : Rf=0.52 (60% EtOAc/hexanes); 

1H NMR (400 MHz, CDCI3) S 7.84 (br s. 1H), 7.52 (dd, J=7.9. 0.7 Hz, 1H). 7.20-7.35 (m, 6H), 7.16 (tm, J=7.1, 
35 1.3 Hz. 1H). 7.08 (tm. J=7.3, 1.1 Hz, 1H). 6.70 (br d. J=2.4 Hz. 1H). 4.10 (q. J=7.1 Hz. 2H), 3.90 (q, J=6.6 Hz, 

1H), 2.80-2.90 (m, 2H), 2.68 (ABX dt, J=16, 7.9 Hz, 1H). 2.53 (ABX dd, J=14.5, 5.9 Hz, 1H). 2.42 (ABX dd, 

J=14.6, 5.3 Hz, 1H). 1.79 (q, J=7.5 Hz. 2H). 1.33 (d, J=6.4 Hz, 3H), 1.22 (t, J=7.1 Hz. 3H). 

6b : Rf=0.42 (60% EtOAc/hexanes); 1H NMR (400 MHz, CDCI3) 5 7.95 (br s, 1H), 7.57 (dd. J=7.5. 0.7 Hz, 1H), 

7.34 (dm. J= 8.1, 0.7 Hz. 1H). 7.17-7.30 (m), 7.1 1 (tm, J=7.9, 0.9 Hz. 1H). 6.89 (br d, J=2.2 Hz. 1H), 4.02-4.15 
40 (ABX m, 2H), 3.89 (q. J=6.6 Hz, 1 H). 2.95 (m. 1 H), 2.82 (ABX ddd, J=1 5. 9.7, 5.9 Hz, 1 H), 2.69 (ABX ddd, J^1 5, 

9.7, 6.0 Hz. 1H), 2.47 (ABXdd. J=15.0. 5.1 Hz. 1H), 2.40 (ABX dd, J=15.0, 7.7 Hz. 1H). 1.96 (m. 1H). 1.83 (m. 

1H). 1.30 (d. J=6.6 Hz, 3H). 1.21 (td. J=7.1. 0.7 Hz, 3H). 

Preparation of 3(R)-[2-(indol-3-yl)ethyl]p-alanine ethyl ester (7a) 

Amine 6a (996 mg, 2.74 mmol) was dissolved in 10 mL EtOH. After addition of Peariman's catalyst (20% 
Pd(OH)2/C. 128 mg) the flask was charged with hydrogen and maintained at balloon pressure. After 16 hours 
. an additional portion of catalyst was added (1 22 mg) along with fresh H2. Four hours later the sample was filtered 
through ceiite and concentrated to provide amine 7a (707 mg, 99%, ca 95% pure).: 
50 Rf=0.22 (10:1, NH3 satd. CHCl3:EtOAc); 

1H NMR (400 MHz. CDCI3) 6 8.01 (br s, 1H), 7.60 (dt. J=8.9, 0.4 Hz. 1H), 7.35 (dt, J=8.1. 0.9 Hz. 1H), 7.19 (td. 
J=7,1, 1.3 Hz, 1H). 7.1 1 (td, J=7.1, 1.2 Hz, 1H), 6.99 (brd, J=2.2 Hz, 1H), 4.15 (q, J=7.1 Hz, 2H). 3.72 (q, J=7.0 
Hz. 1H), 3.29 (m, 1H), 2.92-2.78 (m, 2H), 2.53 (ABX dd, J=15.6, 4.0 Hz. 1H), 2.33 (ABX dd. J=15.6, 8.8 Hz, 
1H), 1.92-1.73 (m, 2H), 1.25 (q. J=7.1 Hz, 3H). 

55 

Preparation of N-BOC-4-piperidineethanol (9). 

To a stin-ed solution of 4-piperidineethanol 8 (18.7 g. 0.14 mol) and DMF (200mL) at 0°C was added N- 
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tert-butoxycarbonyl anhydride (31 g, 0.14 mol). After 1 hr the cooling bath was removed and the reaction mixture 
stirred for 20 hr. The reaction mixture was diluted with ether and then washed with water (2x) and brine, dried 
(MqSOa), and concentrated to furnish 9 (26 g, 62%) as a colorless oil. 

I u^.> rvi - u.^u \^u/o cuiyi av/Oicito/ncAdiioo/, 

5 1H NMR (300 MHz. CDCI3) 5 4.09 (bs, 2H), 3.72 (t, J= 7 Hz, 2H), 2.70 (m, 2H), 1.75-1.10 (m. 7H), 1.46 (s, 9H). 
Preparation of N-BOC-4-piperidine ethyl iodide (10). 

To a stirring solution of 9 (18.0 g, 77 mmol), triphenylphosphine (22.2 g, 85 mmol), imidazole (7.9 g, 115 
10 mmol), and benzene (800 mL) at ambient temperature was added iodine (22.0 g, 85 mmol). After 5 min the 
heterogeneous reaction mixture was filtered and the filtrate concentrated. Rash chromatography (silica gel, 
1 0% ethyl acetate/hexanes) gave 10 (20 g, 59%) as an oil. 
TLC Rf = 0,95 (50% ethyl acetate/hexanes); 

1H NMR (300 MHz. CDCI3) 6 4.11 (m, 2H). 3.24 (t, J= 6 Hz, 2H), 2.72 (m, 2H). 1.82 (dt, J = 7, 7 Hz, 2H), 1.75, 
15 -1.55 (m, 5H), 1 .48 (s, 9H), 1 .12 (m, 2H). 

Preparation of N-BOC-4-piperidine ethyl azide (11). 

A solution of 10 (5.0 g, 14.7 mmol), DMSO (75 mL), and NaNa (1.9 g, 29.4 mmol) was heated at 70° C for 
20 2 hr. The cooled reaction mixture was diluted with ethyl acetate and then washed with water (2x) and brine, 
dried (MgS04), and concentrated to afford 11(3.6 g, 96%) as a colorless oil. 
TLC Rf = 0.75 (30% ethyl acetate/hexanes); 

1H NMR (300 MHz. CDCI3) 6 4.11 (m, 2H), 3.36 (t, J=7 Hz, 2H), 2.73 (m, 2H). 1.70 (m, 3H), 1.49 (s, 9H), 1.15 
(m, 2H). 

25 

Preparation of N-BOC-4 piperidine ethyl amine (12). 

A mixture of 11(1 .1 g, 4.3 mmol). 10 % Pd/C (0.1 6g), and ethanol was stirred under a hydrogen atmosphere 
(1 atm) for 1.5 hr. The reaction mixture was then filtered through a celite pad and the filtrate concentrated to 
30 give crude 12 (1 .0 g) as an oil. 

TLC Rf = 0.1 8 (9:1 :1 CH2CH2/CH3OH/HGAC); 

1 H NMR (300 MHz, CDC\^) 6 4.10 (m, 2H), 2.78 (t, J= 7 Hz, 2H), 2.70 (m. 2H). 1 .80 (m, 2H). 1 .67 (m. 2H), 1 .52 
(m. 1H), 1.47 (s,9H), 1.17 (m, 2H). 

35 Preparation of 1-[2-(N-Boc-piperidine-4-yl)ethyl]-3-propen-2-yl-(2-imidazo!idinone) (14) 

To a stirred solution of 13 (1.5 g, 17 mmol) in DMF (75 mL) at ambient temperature was added LiN(TMS)2 
(1M in hexanes, 17 mL) to effect a precipitate. Allyl bromide (1.6 mL. 19 mmol) was then added to the reaction 
mixture. After 1 5 min the homogeneous mixture was treated again with LiN(TMS)2 (1 4 mL) followed by the iodide 
40 10 (5.9 g, 17 mmol) after 5 min. The reaction was stirred for 20 hr then diluted with ether. The ether portion 
was washed with water (2x). 5% KHSO4 and brine, dried (Mg SOj. and concentrated. Flash chromatography 
(40% ethyl acetate/hexanes) gave 14 (0.8 g, 15%) as a cotortess oil. 
TLC Rf = 0.46 (70% ethyl acetate/hexanes); 

1H NMR (300 MHz. CDCI3) 5 5.80 (m. 1H), 5.23 (m. 2H). 4.10 (m, 2H). 3.82 (m. 2H). 3.30 (m, 6H), 2.72 (m. 
45 2H), 1 .70 (m. 3H), 1 ,50 (m, 2H). 1 .46 (s. 9H). 1 .1 5 (m. 2H). 

Preparation of 1-[2-(N-Boc-piperidine-4-yl)ethyl])-3-acetic acid-(2-imidazolidinone) (15) 

To a vigorously stirred solution of 14(450 mg. 1.4 mmol), CCU. acetonitrile, and water at ambient temper- 
50 ature was added RUCI3 (12 mg, 4.4 mol%) and excess NalO^. After 60 hr the reaction was filtered through a 
celite pad washing with ethyl acetate. The filtrate was extracted with sat NaHCOg followed by acidifying the 
aqueous phase to pH 3 with 5% KHSO4. The acidic aqueous phase was then extracted with ethyl acetate (2x) 

... . ,. .^__».jr-i__t. _i i. I. 

btiiu uic uiyciniu ^uiuuii wao uiicu \iviy 0^4; ciiiu uuiiucnu cn.cu. riaatt wiiuiiiaLuv^ici|jiiy yci, cr.u.«..u.£. 

CH2CI2/CH3OH/HOAC) gave 15 (60 mg, 12%) as a colorless oil. 
55 TLC Rf = 0.29 (9.5:0.5:0.5 CH2CI2/CH3OH/HOAC); 

1H NMR (300 MHz. CDCI3) 6 4.05 (m, 2H), 3.90 (m. 2H). 3.45 (m, 2H), 3.40 (m. 2H), 3.24 (m,2H), 2,69 (m, 2H), 
1.72 (m. 2H), 1.46 (m, 3H), 1.46 (s,9H), 1.15 (m, 2H). 
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Preparation of [1-[2-(N-Boc-piperidin-4-yOethyn-(2-imidazolidinone)-3l-acetyl-3(R)-[2-(in^^ 
alanine ethyl ester (16) 

A stirred mixture of 15 (60 nng. 0.17 mmol), 7a (66 mg, 0.25 nnmol), HOBT (30 mg, 0.22 nnmol), triethylamine 
5 (31 uL, 0.22 mmol), and DMF (1.1 mL) at 0**C was treated with EDC (42 mg, 0.22 mmol) followed by removal 

of the cooling bath. After 20 hr the reaction was diluted with ethyl acetate and then washed with water, 5% 

KHSO4, and brine, dried (MgS04), and concentrated. Flash chromatography (silica gel, ethyl acetate) gave 16 

(35nng, 35%) as a colorless oil. 

TLC Rf = 0.20 (ethyl acetate); 
10 iH NMR (300 MHz, CDCI3) 6 8.07 (bs, 1H). 7.57 (d, J = 8 Hz. 1 H), 7.37 (d. J = 8 Hz, 1H), 7.18 (t. J = 8 Hz, 1 H), 

7.11 (t. J = 8 Hz, 1H), 7.05 (bs, 1H), 6.89 (d. J = 9 Hz, 1H), 4.37 (m, 1H), 4.13 (q, J = 7 Hz. 2H). 4.07 (m, 2H), 

3.83 (dd, J = 18 Hz. 2H). 3.43 - 3.20 (m. 6H). 2.80 (m, 2H), 2.56 (d. J = 5 Hz, 2H). 2.00 - 1.05 (m, 9H), 1 .47 (s, 

9H), 1.25 (t, J = 7Hz, 3H). 

15 Preparation of [1-[2-(N-Boc-plperidin^-yl)ethyl]-(2-imidazoiidinone)-3]-acetyl-3(R)-[2-(indol-3-yl)ethy^^^ 
nine (17) 

A mixture of 16 (30 mg, 50 umol). IN, NaOH(0.2 mL) and ethanol was stinred at ambient temperature for 
1 hr. The reaction mixture was then diluted with ethyl acetate and 5% KHSO4 and the organic portion washed 
20 with water and brine followed by drying (MgS04) and concentration to furnish 17 (30 mg, 1 00%) as a colorless 
oil. 

TLC Rf = 0.74 (9:1:1 CH2CI2/CH3OH/HOAC). 

Preparation of [1-[2-piperidin-4-yl)ethyl]-(2-imidazolidinone)-3]-acetyl-3(R)-[2-(indol-3-yl)ethyll fi-alanine (18) 

25 

To a stirring solution of 17 (30 mg, 50 umol), dlchioromethane (300 uL), and anisole (15 uL, 100 umol) at 
- 15**C was added TFA (0.3 mL). After 20 min the reaction mixture was concentrated and the residual TFA re- 
moved azeotropically with toluene. Flash chromatography (silica gel, 10:0.8:0.8 methanol/ NH4)ywater) gave 
18 (15 mg, 66%) as a white solid. 
30 TLC Rf = 0.16 (10:1:1 methanol/NH40H/water); 

1H NMR (300 MHz. CD3OD) 6 7.44 (d. J = Hz, 1 H). 7.20 (d, J = 8 Hz. 1 H), 6.95 (t. = J = 8 Hz, 1 H), 6.94 (s, 1 H), 
6.88 (t, J = 8 Hz, -1H). 4.17 (m, 1H), 3.71 (s, 2H), 3.40)3.10 (m, 8H), 2.86 (m, 2H), 2.70 (t. J = 6 Hz, 2H), 2.32 
(m, 2H), 1 .90 (m, 4H). 1 .55 (m. 1 H). 1 .43 (m, 2H), 1 .28 (m, 2H). 

35 Preparation of 1-[2-(N-Boc-piperidin-4-yl)ethyl]-(2-pyrroiidinone) (19) 

To a stirred solution of 12 (2,7 g, 11.8 mmol) acetonitrile (60 mL), and diisopropyl ethylamine (4.1 mL 23.6 
mmol) at 0°C was added 4-chlorobutyryl chloride (2.6 mL, 23.6 mmol) followed by removal of the cooling bath. 
After 5 hr the reaction mixture was diluted with ethyl acetate and then washed with water (2x) and brine, dried 

40 (MgS04), and concentrated. The crude amide was dissolved in DMF (60 mL) cooled to O'^C then treated with 
NaN(TMS)2 (1 M in THF, 1 1 .8 mL). After 5 min the reaction mixture was diluted with ethyl acetate and then wash- 
ed with water and brine, dried (MgS04), and concentrated. Flash chromatography (silica gel, 70% ethyl acet- 
ate/hexanes); gave 19 (0.4 g. 12%) as a coloriess oil. 
TLC Rf = 0.27 (70% ethyl acetate/hexanes); 

45 iH NMR (300 MHz, ODCh) 6 4.10 (m, 2H). 3.39 (t, J = 7 Hz. 2H). 3.34 (t, J= 7 Hz, 2H). 2.70 (m. 2H). 2.40 (m, 
2H). 2.05 (m. 2H). 172 (m. 2H). 1.46 (m. 3H), 1.45 (s. 9H), 1.13 (m, 2H). 

Preparation of 1-[2-(N-Boc-piperidine-4-yl)ethyl]-3-propen-2yl-(2-pyrrolidinone) (20) 

50 To a stirred solution of 19(325 mg, 1 .1 mmol) in THF ( 5 mL) at -78°C was added LDA (0.5 M in THF 2.4 
mL) dropwise. After 15 min allyl bromide (0.16 mL, 2.2 mmol) was added and the reaction stirred at -78°C for 
1 hr followed by quenching with HOAc (0.1 mL). The reaction mixture was then diluted with ethyl acetate and 
then washed with water and brine, dried (MgS04), and concentrated. Flash chrom atography (silica gel, 50% 
ethyl acetate/hexanes) gave 20 (160 mg, 45%) as an oil. 

55 TLC Rf-0.23 (50% ethyl acetate/hexanes); 

iH NMR (300 MHz, CDCI3) 5 5.80 (m. 1H). 5.10 (m, 2H), 4.10 (m. 2H), 3.32 (m. 4H). 2.70 (m, 2H), 2.56 (m, 
2H), 2.20 (m. 2H), 1.73 (m. 3H), 1.48 (s. 9H), 1.13 (m, 2H). 
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Preparation of 1-[2-(N-Boc-piperidin-4-yOethyl}-3-acetic acid-2-pyrrolidinone (21) 

Utilizing the procedure for converting 14 to 15, 20 (130 mg. 0.4 mmol) gave 2^_ (80 mg, 48%) as an oil after 
f.3sh chrcrratography (silica gel, 9:0.2:0.2 CHiCli/CH^OH.'HO.^c). 
5 TLC Rf=0.25 (9:0.2:0.2 CH2CI2/CH3OH/HOAC); 

iH NMR (300 MHz, CDCI3) 6 4.05 (nn. 2H). 3.40 (m, 4H), 2.96 (m, 1H). 2.83 (m. 1H), 2.70 (m, 2H), 2.55 (m, 
1H), 2.40 (m, 1H), 1.90-1.10 (m. 7H), 1.48 (s, 9H). 

Preparation of [1-[2-(N-Boc-piperidln-4-yl)ethyl]-2-pyrroiidinone-3]acetyl-[2-(indol-3-yl)-ethyl]P-alanine ethyl 
10 ester (22) 

Utilizing the procedure for converting 15 to 16. 21 (120 mg, 0.35 mmol) gave 22 (90 mg, 48%) after flash 
chromatography (silica gel, ethyl acetate). TLC Rf=0.40 (ethyl acetate); 

iH NMR (400 MHz, CDCI3) 6 8.09 (bd. 1H), 7.58 (d, J=8 Hz, 1H). 7.36 (d. J=8 Hz, IH), 7.17 (t, J=8 Hz. 1H), 
15 7.10 (t, J=8 Hz, IH), 7.07 (bs, IH), 4.39 (m, IH). 4.12 (q, J=7 Hz, 2H), 4.05 (m, 2H). 3.30 (m. 4H). 2.90-2.25 
{n\, 8H). 2.00-1.00 (m. 8H), 1.48 (s, 9H), 1.23 (t, J=7 Hz, 3H). 

Preparation of [l-[2-(N-Boc-piperidin-4-yl)ethyl]-2-pyrrolidinone-3]acetyl-[2-(indol-3-yl)ethyi]p-alanine (23) 

20 Utilizing the procedure for converting 16 to 17, 22 (80 nng, 0.14 mmol) gave 23 (80 n^) after wor1<-up, which 

was used directly for the next reaction. 
TLC Rf=0.50 (9:1:1 CH2CI2/CH3OH/HOAC). 



25 



40 



50 



Preparation of [1-r2-(piperidin-4-yl)ethyl]-2-pyrrolidinone-3]acetyl-[2-(indol-3-yl)-ethyl}p-alanine-(24) 



Utilizing the procedure for converting 17 to 18, 23 (80 mg, 0.14 mmol) gave 24 (15 mg, 23%) after flash 
chromatography (silica gel, 10:0.65:0.65 methanol/NH^OH/water). 
TLC Rf=0.53 (10:1:1 methanol/N H40H/water); 

1H NMR (300 MHz, CD3OD) 5 7.47 (t, J=7 Hz, IH). 7.25 (d, J=7 Hz. IH), 6.99 (m, 2H). 6.88 (t, J=7 Hz, 1H), 
30 4.19 (m. IH). 3.49 (m, 0.5 H), 3.40 (m, 0.5H). 3.34-2.95 (m, 6H), 2.90-2.60 (m, 4H), 2.48 (m, IH). 2.40-2.20 
(m, 4H), 2.13 (m, IH), 2.00-1.05 (m, 11H). 

Preparation of 5-chloro-valeroyl-amino-2-propene (26) 

35 To a stirred mixture of ally! amine 25 (2.0 g, 27 mmol), NMM (8.9 mL, 81 mmol), and acetonitrile (140 mL), 

at ambient temperature was added 4-chlorobutyryl chloride (3.4 mL, 27 mmol). After 20 hours the reaction mix- 
ture was concentrated. The residue was dissolved in ethyl acetate and then washed with water, 5% KHSO4 
and brine, dried (MgS04). and concentrated to give 26 (4.1 g, 87%) as a yellow oil. TLC Rf=0.17 (40% ethyl 
acetate/hexanes). 



Preparation of 1-(propen-2-yi)-2-piperidone (27) 



To a stirred solution of 26 (2.0 g, 1 1 mmol) in THF (1 10 mL) at -78°C was added NaN(TMS)2 (1 .0 M in 
THF, 1 1 mL) in a stream followed by removal of the cooling bath. After 1 .5 hours the reaction mixture was diluted 
45 with ethyl acetate and then washed with water. 5% KHSO4 and brine, dried (MgS04), and concentrated. Flash 
chromatography (silica gel, 60% ethyl acetate/hexanes) gave 27 (1.1 g, 72%) as an oil. 
TLC Rf=0.15 (60% ethyl acetate/hexanes); 

1H NMR (300 MHz, CDCI3) 6 5.78 (m, IH), 5.15. 4.00 (d, J=7 Hz, 2H), 3.24 (m, 2H). 2.41 (m. 2H). 2.07 (m. 2H), 
1.80 (m,4H). 



Preparation of 3-[2-(N-Boc-piperidin-4-yl)ethyl]-1 -acetic acid-2-piperidone (28) 



Tc z ctirrcd ccl-ticr. of 27 (1 .0 g, 7.2 :?.rr.z\) zr.d THF (70 r:L) ct 72<>C wzz added LDA {C.5 \* in THF, 1 5.S 
mL) dropwise. After 15 minutes iodide 10 (2.7 g, 7.9 mmol) in THF (5 mL) was added followed by slow warming 
55 to -30''C over a 1 hour period. The reaction was quenched with acetic acid (0.2 mL) then concentrated. Flash 
chromatography (silica gel, 40% ethyl acetate/hexanes) gave 28 (1.5 g, 59%) as an oil. 
TLC Rf=0.58 (ethyl acetate); 

iH NMR (300 MHz. CDCI3) 5 5.77 (m, IH), 5.15 (m, IH), 4.06 (m. 2H), 4.00 (m, 2H), 3.23 (m, 2H), 2.59 (m, 
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2H). 2.19 (m. 1H), 2.05-1.25 (m. 11H), 1.48 (s, 9H), 1.10 (m, 2H). 
Preparation of 3-[2-(N-Boc-piperidin-4-yl)ethyll-3-acetic acid-2-piperidone (29) 

5 A vigorously stirred mixture of 28 (0.84 g, 2.4 mmol), CCI4 (5 mL), acetonitrile (5 mL), Nal04 (2.1 g, 9.8 

mmof), and water (7.5 mL) at ambient temperature was treated with RUCI3 (50 mg, 0.24 mmoi). After 20 hours 
additional RUCI3 ((50 mg) was added. After 4 hours the reaction mixture was diluted with ethyl acetate and half 
sat NaHCOa. After shaking and separation the aqueous portion was acidified with 5% KHSO4. and extracted 
with ethyf acetate. The organic extracts were washed with brine, dried (MgS04), and concentrated. Flash chro- 

10 matography (silica gel, 9:0.2:0.2 CH2Cl2/methanol/ HOAc) gave 29 (280 mg, 30%) as an oil. 
TLC Rf=0.36 (9:0.5:0.5 CHzClz/methanol/HOAc). 

Preparation of [3-[2-(N-Boc-piperidin^-yl)ethyn-2-imidazolidinone-1]acetyl-[3(R)>[2-(indol-3-yl)ethyl>Ma^ 
nine ethyl ester (30) 

15 

Utilizing the procedure for converting 15 to 16, 29 (280 mg, 0.76 mmol) gave 30 (300 mg, 64%) as an oil 
after flash chromatography (silica gel, 85% ethyl acetate/hexanes). 
TLC Rf=0. 18 (85% ethyl acetate/hexanes); 

iH NMR (300 MHz, CDCI3) 6 8.14 (m, 1H), 7.60 (d, J=8 Hz, 1H), 7.39 (d, J=8 Hz, 1H), 7.20 (t, J=8 Hz, 1H), 
20 7.13 (t, J=8 Hz, 1H), 7.05 (bs, 1H). 6.90 (d, J=9 Hz, 1H), 4.35 (m, 1H). 4.11 (q, J=7 Hz, 2H), 4.05 (m. 2H), 3.98 
(s, 2H), 3.40 (m, 2H), 2.90-2.50 (m, 6H). 2.33 (m. 1H), 2.00-1.00 (m, 15H), 1.48 (s, 9H), 1.27 9t, J=7 Hz, 3H). 

Preparation of [3-[2-(N-Boc-piperidin-4-yl)ethyl]-2-piperidone-1lacetyl-[3(R)-[2-indol-3-yl)ethyl]p-alanine (31) 

25 Utilizing the procedure for converting 16 to 17, 30 (160 mg, 0.26 mmol) gave 31_ (140 mg, 92%) as a white 

solid after work-up. 

TLC Rf=0.59 (9:1:1 CHzCymethanol/HOAc). 

Preparation of [3-[2-(piperidin-4-yl)ethyl]-2-piperidone-1]acetyl-[3(R)-[2-indol-3-yl)ethyl]fi-alanine (32) 

30 

Utiizing the procedure for converting 17. to 18, 31^ (140 mg, 0.24 mmol) gave 32 (55 mg, 47%) as a white 
solid after flash chromatography (silica gel, 10:0.4:0.4 methanol/N H40H/water). 
TLC Rf=0.46 (10:1:1 methanol/N H40H/water); 

iH NMR (300 MHz, CD3OD) 5 7.54 (d, J=8 Hz, 1H), 7.30 (d, J=8 Hz. 1H), 7.03 (t, J=8 Hz, 1H), 7.02 (bs, 1H), 
35 6.97 (m, 1H), 4.28 (m, 1H), 4.20 (d, J=16 Hz, 0.5H), 4.12 (d, J=16 Hz, 0.5H), 3.80 (d, J=16 Hz, 0.5H), 3.75 (d, 
J=16 Hz, 0.5H), 3.50-3.15 (m, 4H), 2.80 (m, 4h), 2.50-2.30 (m, 3H), 2.00-1.20 (m, 15H). 

Preparation of 3-[2-(N-Boc-piperidin-4-yl)ethyll-2-pyrrolidinone (36a) 

40 To the benzyl amide 35a (0.8 g, 2.2 mmol) in THF (20 mL) at -78**C was added freshly prepared lithium 

di-tert-butylbiphenyl (0.5 M in THF, 10.8 mL) in 2 portions. After 1 hour the reaction mixture was quenched with 
HOAc (0.1 mL) followed by concentration. Flash chromatography (5% methanol/ ethyl acetate) gave 36a (470 
mg, 72%) as a white solid. 
TLC Rf=0.27 (10% methanol/ethyl acetate); 

45 iH NMR (300 MHz, CDCI3) 5 6.03 (m, 1H), 4.10 (m. 2H). 3.35 (m. 2H). 2.70 (m, 2H), 2.33 (m, 2H), 1.92 (m. 
1H). 1.80 (m, 1H), 1.70 (m. 2H). 1.50-1.30 (m. 4H), 1.48 (s. 9H), 1.12 (m, 2H). 

Preparation of Methyl 1-acetate-3-[2-(N-Boc-piperidin-4-yl)ethyll-2- pyrrol idi none (37a) 

50 To a stirred solution of 36a (340 mg, 1 .1 mmol) in THF (10 mL) at -78«C was added NaN(TMS)2 (1 .0 M in 
THF, 1.1 mL). After 15 minutes ethyl bromoacetate (250 uL, 2.2 mmol) was added and the reaction mixture to 
wanm to -20*'C. After 2 hours the reaction was quenched with HOAc (0.1 mL) and then concentrated. Flash 
chromatography (silica gel, 50% ethyi acetate/hexanes) gave 37a (380 mg, 90%) as an oil. 
TLC Rf=0.66 (10% methanoi/ethyl acetate); 

55 1H NMR (300 MHz, CDCI3) 5 4.22 (q, J=7 Hz, 2H), 4.10 (m, 2H), 4.08 (s. 2H). 3.24 (m, 2H), 2.70 (m. 2H). 2.44 
(m. 1H), 2.26 (m, 1H), 2.00-1.65 (m, 4H), 1.48 (s. 9H), 1.50-1.30 (m, 4H), 1.31 (t, J=7 Hz, 3H), 1.12 (m, 2H). 
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Preparation of 3-[2'( N- Bo c- piperidin-4'yl)ethyl]-2- pyrrol idinone-1 -acetic acid (38a) 

Utilizing the procedure for converting 16 to 17, 37a (390 mg, 1 .1 . mmol) gave 38a (340 mg. 91 %) as a white 

luaiti aiioi wuii\-u|^. 

TLC Rf=0.39 (9:0.5:0.5 CHzCla/methanol/HOAc). 

Preparation of [3-[2-(N-Boc-piperidln-4-yl)ethyl]-2-pyrrolidinone-1]acetyl-[3(R)-(indol-3-yl)-ethyl]Mlanine 
ethyl ester (39a) 

Utilizing the procedure for converting 15 to 16, 38a (310 mg, 0.92 mmol) gave 39a (460 mg, 86%) as a 
yellow oil after flash chromatography (silica gel, 85% ethyl acetate/hexanes). 
TLC Rf=0.16 (85% ethyl acetate/hexanes); 

1H NMR (300 MHz, CDCI3) S 8.21 (bs, 1H). 7.58 (d, J=8 Hz. 1H). 7.38 (d, J=8 Hz, 1H), 7.20 (t. J=8 Hz, 1H), 
7.13 (t, J=8 Hz, 1 H), 7.05 (bs, 1 H). 6.72 (d. J-1 0 Hz, 1 H), 4.35 (m. 1 H), 4. 1 3 (q. J=7 Hz. 2H), 4.09 (m, 2H), 3.97 
(d. J=15 Hz, 1H), 3.86 (d, J=15 Hz. 1H). 3.41 (m, 2H), 2.80 (m, 2H), 2.65 (m, 2H), 2.55 (dd, J=1.5 Hz, 2H), 2.45 
(m, 1H), 2.24 (m. 1H), 2.00-1.20 (m, 10 H), 1.48 (s, 9H), 1.26 (t, J=7 Hz. 3H), 1.04 (m, 2H). 

Preparation of [3-[2-(N-Boc-piperidin-4-yl)ethyl-1]-acetyl-[3(R)-[2-(indol-3-yl)ethyl]p-alanine (40a) 

Utilizing the procedure for converting 16 to 17, 39a (460 mg, 0.79 mmol) gave 40a (360 mg, 86%) as a 
foam after work-up. 

TLC Rf=0.57 (9:1:1 CHzClz/methanol/HOAc). 

Preparation of [3-[2-(piperidin-4-yl)ethyl-1]acetyl-r3(R)-[2-(indol-3-yl)ethyl]p-alanine (41a) 

Utilizing the procedure for converting 17 to 18 , 40a (360 mg. 0.65 mmol) gave 41a (180 mg, 59%) as a 
whites solid after flash chromatography (silica gel, 10:0.4:0.4 methanol/N H40H/water). 
TLC Rf=0.21 (10:0.4:0.4 methanol/N H40H/water); 

1H NMR (300 MHz, CD3OD) 6 7.36 (d, J=8 Hz, 1H), 7.13 (d, J=8 Hz, 1H), 6.87 (t, J=8Hz, 1H), 6.86 (s, 1H), 
6.78 (t, J=8 Hz, 1H), 4.09 (m. 1H), 3.82 (d, J=16 Hz, 1H), 3.70 (d, J=16 Hz, 1H), 3.33 (m, 2H), 3.07 (m, 2H), 
2.63 (m, 4H), 2.30 (m, 1H), 2.25 (m, 2H), 2.05 (m, 1H), 1.90-1.50 (m, 6H), 1.40-1.05 (m, 6H). 

Preparation of 3-[2-(N-Boc-piperidin-4-yl)ethyil-2- pynrolidinone (36b) 

Utilizing the procedure for converting 35a to 36a, 35b (0.7 g, 1 .7 mmol) gave 36b, (260 mg, 62%) as a white 
solid after flash chromatography (silica gel, 5% methanol/ethyl acetate). 
TLC = Rf = 0.27 (10% methanol/ethyl acetate). 

Preparation of Ethyl 3-[2-N-Boc- pipe rid in-4-yl)ethyl]-2- pyrrol id inone-l -acetate (37b) 

Utilizing the procedure for converting 36a to 37a, 36b (260 mg. 0.88 mmol) gave 37b (300 mg, 89%) as 
an oil after flash chromatography (silica gel. 50% ethyl acetate/hexanes). 
TLC Rf = 0.66 (1 0% methanol/ethyl acetate). 

Preparation of 3-[2-(N-Boc-piperidin-4-yl)ethyl>2-pyrrolidinone-1 -acetic acid (38b) 

Utillizing the procedure for converting 16 to 17. 37b, (300 mg, 0.78 mmol) gave 38b (260 mg, 98%) as a 
crystalline solid. 

TLC Rf = 0.38 (9:0.5:0.5 CHsCla/methanol/HOAc). 

Preparation of [3-[2-(N-Boc-piperidin-4-yl)ethyn-2-pynrolidinone-1]acetyl-[3(R)-[2-(indol-3-yl)-ethyl]p-alanine 
ethyl ester (39b) 

Utilizing the procedure for converting 15 to 16, 38b, (260 mg, 0.73 mmol) gave 39b (360 mg, 83%) as an 
oil after flash chromatography (silica gel, 85% ethyl acetate/hexanes). 
TLC Rf = 0.16 (85% methanol/ethyl acetate); 

1H NMR (300 MHz, CDCI3) 5 8.29 (bs, 1 H), 7.57 (d. J = 8 Hz, 1 H), 7.38 (d, J = 8 Hz, 1 H), 7.1 9 (t, J = 8 Hz. 1 H), 
7.12 (t. J = 8 Hz, 1H). 7.04 (d. J = 1 Hz. 1H), 6.67 (d. J = 10 Hz, 1H), 4.33 (m, 1H). 4.13 (q, J = 7 Hz, 2H), 4.07 
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(m, 2H), 3.99 (d, J = 16 Hz, 1H), 3.82 (d, J = 16 Hz, 1H), 3.40 (m, 2H). 2.80 (m, 2H), 2.68 (m, 3H), 2.55 (dd, J 
= 5,2 Hz, 2H), 2.43 (m,1H), 2.22 (m, 1H), 2.00 - 1.00 (m. 1 1H), 1.47 (s, 9H), 1.28 (t. J=7Hz, 3H). 

Preparation of [3-[2-(N-Boc-piperidin-4-yl)ethyl]-2'PyiTolidinone-1]acetyl-[3(RH2-indol-3-yl)^ 
5 (4Qb) 

Utilizing the procedure for converting 16 to 17, 39b (280 mg. 0.47 mmol) gave 40b (250 mg, 94%) as a 
white solid after flash chromatography (silica gel, 9:1:1 CH2Cl2/nnethanoI/HOAc). 
TIC Rf = 0.21 (9:1:1 CH2C!2/methano!/HOAc). 

10 

Preparation of [3-[2-(N-piperidin-4-yl)ethyl]-2-pynrolidinone-1]acetyl-[3 (R)-[2-(indoi-3-yl)-ethyl]^alanine 
(41b) 

Utilizing the procedure for converting 17 to 18, 40b (250 mg, 0.44 mmol) gave 41b (100 mg, 49%) as a 
IS white solid after flash chromatography (silica gel. 10:0.4:0.4 methanol/NH40H/water). 
TLC Rf = 0.46 (10:0.4:0.4 methanol/NH40H/water); 

iH NMR (300 MHz, CD3OD) 6 7.52 (d, J = 8 Hz, 1 H), 7.29 (d, J = 8 Hz, 1H). 7.03 (t, J = 8 Hz. 1 H). 7.02 (s, 1 H). 
6.95 (t. J = 8 Hz, 1H). 4.27 (m, 1H), 4.05 (d. J = 16 Hz, 1H), 3.81. (d, J = 16 Hz, 1H), 3.42 (m, 2H). 3.26 (m. 
2H). 2.90-2.70 (m, 4H), 2.49 (m. 1H). 2.40 (d. J = 6 Hz, 2H). 2.22 (m, 1H), 2.05 - 1.70 (m, 5H), 1.60 - 1.25 (m, 
20 5H). 



a) Svern Oxidation 
BocN y^-^" -T— ► BocN y^X^O:,Et 




25 ^ — ^ b) PhjP '^^^COjEC 
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30 Ethyl 4-(N-BOC-piperidin-4-yl)crotonate(42) 

To a stirred solution of oxalyl chloride (0.43 mL, 5.0 mmol) in CH2CI2 (20mL) at -78°C was added DMSO 
(0.52m!, 7.0 mmol) dropwise. After gas evolution subsided (-5 minutes) the alcohol 9 (0.8 g. 3.5 mmol) in 
CH2CI2 (20 mL) was added in a stream. After 20 minutes triethylamine (1.7 mL, 12 mmol) was added dropwise 

35 and then the cooling bath removed. After 20 minutes carbethoxymethylenetriphenylphosphorane (1.4g, 4.0 
nomol) was added in one portion. After 2.0 hours the reaction mixture was diluted with petroleum ether and then 
washed sequentially with H2O. 5% KHSO4, and brine, dried (MgS04), and concentrated. Flash chromatography 
(silica, 15% ethyl acetate/hexanes) gave the ester 42 as a colorless oil. 
TLC Rf = 0.79 (50% ethyl acetate/hexanes); 

40 iH NMR (300 MHz. CDCI3) 8 6.91 (dt,J = 16 and 7 Hz, 1H), 5.81 (bd.J = 17 Hz, 1H), 4.18 (q.J = 7 Hz, 

2H). 4.08 (m.2H). 2.67 (m.2H), 2.14 (t,J = 7 H2,2H). 1.70-1.05 (m,5H), 1.44(s.9H). 1.28(t.J = 7H. 3H). 

Preparation of Ethyl 4-(N-BOC'piperidin-4-yl)-butyrate (43) 

45 The olefin 42 {26g, 87mmoI) in ethyl acetate (500 mL) was hydrogenated. at ambient temperature, under 
a hydrogen atmosphere (1 atm) in the presence of 10% Pd/C (5.0g) overnight The reaction mixture was then 
purged with argon and filtered through a cellte pad. Concentration of the filtrate followed by flash chromatog- 
raphy (silica, 1 0% ethyl acetate/hexanes) gave the ester 43 as a crystalline solid. 

TLC Rf = 0.42 (20% ethyl acetate/hexanes); ^H NMR (300 MHz. CDCI3) 6 4.16 (q,J = 7 Hz.2H), 4.10 

50 (m,2H), 2.69 (m,2H), 2.31 (t.J = 7 Hz,2H). 1.68 (m,4H), 1.38 (s,9H). 1.40 {m,1H), 1.11 (m,2H), 

Preparation of 4-(N-BOC-Piperin-4-yl)butanoic acid (44) 

A solution of ester 43 (19g, 63mmol). ethanol (300 mL) and 1 N NaOH (100 mL. lOOmmol) was stirred at 
55 ambient temperature for 2.5 hours followed by concentration. The residue was diluted with 5% KHSO4 and ethyl 
acetate and then transferred to a separatory funnel. The phases were shaken then separated and then the or- 
ganic portion was washed with brine, dried (MgS04), and concentrated to give the acid 44 as a colorless oil 
that crystallized upon standing. 
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mp = 80 - 81°C; TLC Rf = 0.68 (ethyl acetate); NMR (300 MHz, CDCI3) 5 4.10 (m, 2H), 2.71 (m.2H), 
2.38 (t,J = 7Hz, 2H), 1.70 (m, 4H). 1.60-1.30 (m,3H), 1.48 (s.9H). 1.12 (nn,2H). 

Preparation of 4(S)-Benzy!-2-Gxazo!idip.or!e-4-(SOC-piperid!n-^->^) bL!^y^3te (45) 

5 

Tea stirred solution of 44(15.3g, 56nnmol), NEtj (9.4nnU 67minol) and dry THF (240mL) at-78*»C was add- 
ed trimethylacetyl chloride (7.6mU 61mmol) in a stream. After 10 min. the cooling bath was removed and re- 
placed with an icebath. After 1.0 h the heterogeneous mixture was recooied to -78°C followed by cannula ad- 
dition of lithium (S)-(-)-4-benzyl-2-oxa2olidinone (62mmol) in dry THF (ISOmL) AT -78*^0 with n-BuLi (38.8mL, 

10 62mmol, 1 .6 M/hexanes). After addition was complete, the reaction mixture was warmed to 0°C for 1 .0 h, and 
then diluted with ethyl acetate and washed with H2O, sat NaHCOa, 5% KHSO4 and brine, dried (MgS04), and 
concentrated. Flash chromatography (silica, 30% ethyl acetate/hexanes) gave 45 as a coloriess oil. 

TLC Rf = 0.45 (30% ethyl acetate/hexanes); ^H NMR (400 MHz, CDCI3) 7.36-7.20 (m,5H), 4.67 (m,1H), 
4.18 (m.2H), 4.08 (m,2H). 3.30 (dd,J = 13 and 3 Hz, 1H). 2.93 (m.2H), 2.77(dd,J = 13 and 10 Hz,1H), 2.69 

15 (m.2H), 1.70 (m,4H). 1.50-1.30 (m,3H). 1.45 (s,9H), 1.11 (m,2H). 

Preparation of 4(S^Ben2yl-2-oxazolidinone-4-(BOC-piperidin-4-yl)-2(R)-(2-cyanoethyl)butyrate (46) 

To a stirred solution of TiCU (42 mL, 42mmol, IM/CH2CI2) and CH2CI2 (250 mL) at O'C was added titantium 
20 (IV) isopropoxide (4.2 mL, 1 4mmol). After 1 5 min. diisopropylethylamine (1 1 .OmL) in CH2CI2 (75 mL) was added 
followed by continued stirring at O'C to the deep red solution. After 10 minutes. 45 (21 .8 g, 51 mmol) in CH2CI2 
(75 mL) was added followed by continued stinring at 0*C for 1 .0 hour. Acrylonitrile (33.4 mL, 0.50 mo!) was added 
at 0**C to the deep red solution. After 4.0 h the reaction was quenched with saL NH4CI (150 mL) at 0*'C, then 
extracted with CH2CI2 (3x250 mL). The combined organic extracts were washed with sat NaHCOs and brine, 
25 dried (MgSO^) and concentrated. Flash chromatography (silica, 25% ethyl acetate/hexanes) gave crude 46 as 
a yellow oil. Crude 46 was chromatographed (silica, 2.5% acetone/CH2Cl2) to yield 46 as an oil which was 97% 
pure by HPL.C in addition to mixed fractions (1.6g). 

TLC Rf = 0.35 (2.5% acetone/CHzCy; ^H NMR (400 MHz, CDCI3) S 7.50-7.30 (m,5H), 4.68 (m,1 H). 4.21 
(m,2H), 4.07 (m,2H), 3.80 (m,1H), 3.33 (dd,J = 13 and 4 Hz, 1H), 2.77 (dd, J = 13 and 10 Hz, 1H), 2.65 (m, 
30 2H), 2.38 (m, 2H), 2.13 (m, 1H), 1.89 (m,1H), 1.75 (m, 1H), 1.63 (m,2H). 1.50 (m, 2H), 1.45 (s,9H), 1.35 (m, 
1H), 1.25 (m, 2H), 1.08 (m, 2H). 

Preparation of 4(S)-Cyclohexylmethyl-2-oxazolidinone-4-(BOC- piperidin-4-yl)-2(R)-(2-aminopropyl) 
butyrate-HCI (47) 

35 

A mixture of 46 (19.2g, 40 mmol), PtOz (2.0g), CH3OH (70 mL) and CHCI3 (7,0 mL) was shaken on the 
Parr apparatus under a hydrogen atmosphere (60 PS!) at ambient temperature for 3.0 h. The reaction mixture 
was filtered through a celite pad and then concentrated to furnish the crude amine- HOI 47 as a white solid. This 
material was used directly in the next step. 
40 TLC Rf = 0.50 (10:1:1 CH2CI2/CH3OH/HOAC); iH NMR (400 MHz, CDCI3) 6 8.28 (bs, 2H), 4.50 (m.lH), 

4.35 (m,1 H). 4.14 (m,1H), 4.03 (m,2H), 3.63 (m, 1H), 3.02 (m,2H), 2.63 (m,2H), 2.00-1.00 (m,24H), 1.45 (s,9H). 

Preparation of 3-(R)-[N-BOC-2-(piperidin-4-yl)ethyl]-2-piperidone (48) 

45 The crude amine-HCI 47 (16.6 g. 31 mmol); acetonitrile (750 mL). and NaHCOa (10.0 g) was stin-ed at am- 
bient temperature for 20 h. The heterogeneous mixture was then treated with di-tert-butyldicarbonate (3.0g) 
followed by continued stirring for 1 .0 h to reprotect minor amounts of free piperidine thatfomried in the previous 
reaction. The NaHCOa was removed by filtration and the filtrate concentrated. Flash chromatography (silica, 
5% CHgOH/ethyl acetate) gave the lactam 48 as a colorless crystalline solid. 

50 mp = 110-1 1 1 °C; TLC Rf = 0.65 (20% CHaOH/ethyl acetate); ^H NMR (400 MHz, CDCI3) 5 6.31 (bs,1 H), 

4.06 (m,2H), 3.31 (m,2H), 2.67 (m,3H), 2.28 (m,1H), 2.00-1.20 (m,11H), 1.45 (s,9H), 1.10 (m,2H). 

Propcr^tic:: cf Eth-/ [3(P.) [N SOC 2 iP\;:zT\i\:: A y!) ethyl] 2-p:p2r:dcr.c 11 acctctc (-^.0) 

55 To a stirred solution of 48 (6.7g, 22 mmol) and dry THF (150 mL) at -78°C was added NaN(TMS)2 (24.5 

mU 24.5 mmol, 1 M/hexanes) dropwise. After 15 min. ethyl bromoacetate (5.2 mL, 45 mmol) was added and 
then the reaction mixture warmed to 0°C for 1 .0 h. The reaction was quenched with AcOH (1 .0 mL) then diluted 
with ethyl acetate, washed with H2O and brine, dried (MgS04), and concentrated. Flash chromatography (silica, 

57 



JSDOCIO: <EP 051 2831 A1J_> 



EP 0 512 831 A1 

40% ethyl acetate/hexanes) gave the ester 49 as a yellow oil. 

TLC Rf = 0.26 (40% ethyl acetate/hexanes); NMR (300 MHz, CDCI3) 6 4.20 (q.J = 7 Hz,2H). 4.17 
(d,J = 1 8 Hz,1 H). 4.08 (m,2H), 3.98 (d, J = 1 8 Hz» 1 H), 3.37 (m,2H), 2.68 (m,2H), 2.32 (m,1 H). 2.00-1 .25 (m, 1 1 H), 
1.45(s,9H), 1.30 (t,J = 7 Hz,3H), 1.11 (m.2H). 

5 

Preparation of 3(R)-[N-BOC-2-(Piperidin-4-yl)ethyl]-2-pipendone-11 acetic acid (50) 

A solution of 49 (6.0g, 15 mmol), 1N NaOH (50 mU 50 mmol), and CH3OH (75 mL) was stirred at annbient 
temperature for 1.0 h. The reaction mixture was then acidified with 5% aqueous KHSO4 and then extracted 
10 with ethyl acetate. The organic portion was washed with brine, dried (MgS04), and concentrated to give the 
carboxylic acid 50 as a yellow oil. The oil was triturated with hexanes to give a fluffy white solid. 

TLC Rf = 0.31 (9:0,5:0.5 CH2CI2/CH3OH/ACOH); NMR (400 MHz, CDCI, 64.13 (d,J = 17 Hz,1H). 4.07 
(m.2H). 4.06 (d,J = 17 Hz.lH), 3.39 (m,2H), 2.33 (m, 1H), 1.95 (m.3H), 1.81 (nn,1H), 1.70-1.25 (m. 7H). 1.45 
(s,9H), 1.08 (m, 2H). 

15 

Preparation of 3(R)-BOC-Annino-1-azobutan-2-one (52) 

To a stirred solution of 51^ (3.8 g, 20 mmol), 4-methylmorpholine (2.2 mU 20 mmol). and ethyl acetate (200 
mL) at -IS'^C was added isobutyl chlorofonmate (2.6 mL. 20 mmol). After 1 .Oh the reaction mbcture was washed 
20 with H2O and brine, dried (MgS04), and filtered into a round bottom flask. After cooling to 0**C the mixed an- 
hydride was treated portion-wise with an ethereal solution of diazomethane (80 mL, 40 mnnol, 60.5 M solution). 
After 2.0 h the cooling bath was removed and the excess diazomethane removed by purging the solution with 
argon for 30 mirl. Concentration gave the crude diazoketone 52 which was used directiy for the next step. 
TLC Rf= 0.37 (30% ethyl acetate/hexanes). 

25 

Preparation of Ethyl N-B0C-3(R)- Methyl fi-alanine (53) 

The crude diazoketone 52 (4.3g, —20.0 mmol) was dissolved in ethanol (250 mL) and treated sequentially 
with IsIEta (3.4 mL, 24 mmol) and silver benzoate (1.4g, 6.0 mmol) to effect vigorous gas evolution and afford 
30 a black precipitate. After 1.0 h the reaction mixture was concentrated and the residue purified by flash chro- 
matography (silica, 10% ethyl acetate/hexanes) to give the ethyl ester 53 as a colorless oil. 

TLC Rf = 0.42 (30% ethyl acetate/hexanes); ^H NMR (400 MHz, CDCI3) 5 4.96 (m,1 H). 4.19 (q.J = 7 Hz, 
2H), 4.04 (m.lH). 2.52 (dd. J = 15 and 6 Hz, 1H), 2.46 (dd, J = 15 and 6 Hz, 1H), 1.44 (s.9H), 1.26 (t,J = 7 
Hz,3H). 1.21 (d.J = 7 Hz, 3H). 

35 

Preparation of Ethyl 3(R)-Methyl P-alanine-HCI (54) 

To a mechanically stin-ed solution of 53 (2.2g, 9.7 mmol) in ethyl acetate (180 mL) at-15°C was vigorously 
bubbled HCl gas for 30 min. The cooling bath (ethanol/ice) was renrroved and the solution purged with argon 
40 for 1.0 h to remove excess HCl. Concentration furnished the amine-HCI 54 as a yellow oil. 

iH NMR (400 MHz, D2O) 5 4.23 (q.J = 7 Hz.2H), 3.78 (m,1H), 2.79 (m,2H). 1.38 (d.J = 7 Hz. 3H), 1.29 
(t,J = Hz,3H). 

Preparation of [3(R)-[N-BOC-2-(Piperidin-4-yl)ethyl]-2-piperidone-1]acetyl-3(R)-methyl-P-alanine ethyl ester 
45 (55) 



- To a stirred solution 50 (1.0 g. 2.7 mmol). 54 (0.48 g, 2.8 mmol), HOST (0.39g. 2.8 mmol). N(i-pr)2Et (1.5 
mL, 8.5 mmol), and dry DMF (1 00 mL) at -1 5°C was added EDC (0.95 g, 2.8 mmol) followed by removal of the 
cooling bath. After 20 h the reaction mixture was diluted with ethyl acetate and then washed with H2O, saL NaH- 
50 CO3, 5% aqueous KHSO4 and brine, dried (MgSO*), and concentrated. Flash chromatography (silica, ethyl 
acetate) gave 55 as a colorless oil. 

TLC Rf = 0.35 (ethyl acetate); NMR (300 MHz, CDQa) 5 6.82 (bd. 1H). 4.32 (m. 1H), 4.13 (q. J = 7 
Hz, 2H). 4.10 (d.J = 15 Hz, 1H). 4.08 (m, 2H). 4.82 (d,J = 15 Hz. 1H), 3.36 (m,2H), 2.67 (m,2H), 2.48 (dd, J=5 
and 1 Hz,2H), 2.33 (m.lH). 2.00-1.20 (m.11H), 1.45 (s,9H), 1.27 (t,J = 7 Hz, 3H), 1.21 (d,J = 7 Hz.3H). 1.10 
55 (m.2H). 
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Preparation of [3(R)-[N-BOC-2-(Piperidin-4-yl)ethyn-2-piperidone-1 ]acetyl-3(R)-methyl-3-alanine (56) 

A solution of 55 (1.2 g, 2.5 mmol), IN NaOH (10 mL, 10 mmol), and CH3OH (18 mL) was stirred at ambient 
tcrripGrGt-jre for 1 .0 h. Ths reccticn n^ixturc v/gg acidified with 5% cqucciiS KHSO4 and than extracted with ethy! 
5 acetate. The organic portion was then washed with brine, dried (MgSO^), and concentrated. Flash chromatog- 
raphy (silica, 10:0.5:0.5 CHCI2/CH3OH/HOAC) gave the carboxylic acid 56 as a colorless oil after azeotropic 
removal of residual HOAc with toluene. 

TLC Rf = 0.40 (10:0.5:0.5 CH2CI2/CH3OH/HOAC); NMR (300 MHz. CDCIa) 57.02 (bd, 1H), 4.35 (m, 
1H). 4.12 (d, J = 16 Hz, 1H), 4.08 (m, 2H), 3.87 (d, J = 16 Hz, 1H), 3.32 (m, 2H), 2.69 (m, 2H), 2.56 (m, 2H), 
10 2.36 (m, 1H), 2.00-1.25 (m, 11H), 1.45 (s, 9H), 1.03 (m. 2H), 

Preparation of [3(R)-[2-Piperidin-4-yl)ethyl]-2-piperidone-1]acetyl-3(R)-methyl-p-alanine (57) 

A solution of 56 (0.74g, 1 .6 mmol), trifluoroacetic acid (1 0 mL), and CH2CI2 (10 mL) was stirred at ambient 
15 temperature for 1 .0 h. The reaction mixture was then concentrated and the residual trifluoroacetic acid removed 
azeotropically with toluene. Flash chromatography (silica, 10:1:1 CH3OH/NH4OH/H2O) afforded 57 as a white 
amorphous solid. Crystallization of 57 (100 mg) from hot ethanol (4.0 mL) gave 57 (45 mg) as crystals after 
filtration at ambient temperature. 

mp = 240^(D); TLC Rf = 0.48 (10:1:1 CH3OH/NH4OH/H2O); 
20 NMR (400 MHz, D2O) 64.18 (m,1H). 4.06 (d,J = 16 H2,1H), 3.95 (d,J = 16 Hz, 1H), 3.41 (m,4H), 2.99 

(m. 2H). 2.45 (m,1H). 3.41 (m,4H), 2.99 (m,2H), 2.45 (m.lH), 2.42 (dd,J = 18 and 6 Hz, 1H), 2.33 (dd. J = 18 
and 7 Hz, 1H). 1.97 (m. 4H), 1.90-1.55 (m,5H), 1.38 (m,4H), 1.19 (d,J = 7 Hz, 3H). 



25 



35 



Preparation of 1-[2-(N-Boc-Piperidin-4-yl)ethyl]'3-propen-2-yl-(1H-tetrahydropyrimidin-2-one) (59) 



To a stirred suspension of 1H-tetrahydropyrimidin-2-one (1.0 g, 10 mM) in DMF (50 ml) was added a 1.0 
molar solution of lithium bis (trimethylsilyl)amide (10 ml, 10 mM). After V2 hou:\ allyl bromide (1.0 ml, 1.17 mM) 
was added and stirring was continued for 1 hour. A second charge of lithium b is (trimethylsily!) amide (10 ml, 
1 0 mM) was added followed after V2 hour by the addition of (N-Boc-piperidin-4-y!) ethyl iodide (10). The reaction 
30 was stirred at 25°C ovemighL The reaction mixture was poured into ice and 15% KHSO4 (50 ml), extracted 
with ether (2 x 100 ml) washed with H2O (2 x 100 ml), brine, dried over Na2S04 and evaporated in vacuo . Flash 
chromatography on Si02 (ethyl acetate- hexane 1:1) afforded pure 59. 

1H NMR (300 MHz, CDCI3) S 1.14 (2H, m), 1.46 (9H, s), 1.74 (3H, m), 1.95 (2H, m) 2.68 (2H, t), 3.22 (4H, m), 
3.38 (2H, m), 3.95 (2H, m), 4.06 (2H, m), 5.13 (2H, dd). 



Preparation of 1-[2-(N-Boc-Piperidin-4-yl)ethyl]-3-acetaldehyde-(1 H-tetrahydropyrimidin-2-one) (60) 



To a stirred solution of 59 (430 mg, 1.27 mM) in THF (7 ml), H2O (5 ml) and sodium periodate (0.68 g, 3.19 
mM) was added a 2.5% solution of osmium tetroxide in 2-methyI-2-propanol (413 jil, 1 .28 mM). After stining 
40 for 4 hours, ethyl acetate (70 m!) was added and the mixture washed with 50% brine/10% sodium sulfate (1:1) 
then with brine. The solution was dried over Na2S04 and evaporated in vacuo to give 60. 

Preparation of 1-[2-(N-Boc-Piperidin-4-yl)ethyl]-3-acetic acid-(1H-tetrahydropyrimidin-2-one) (61) 

45 A solution of 60 (374 mg) in acetone (7 ml) was cooled to -15°C then treated dropwise with Jones reagent 

until an orange color persisted for 5 minutes. Ethyl acetate (60 ml) was added and the solution washed with 
H2O, brine, dried over Na2S04. then evaporated in vacuo to give 61. 

1H NMR (300 MHz, CDCI3) 6 1.12 (2H, m), 1.45 (9H, s). 1.70 (2H, bd). 2.03 (2H. m), 2.70 (2H, bt), 3.37 (4H, 
m), 3.95 (2H, m), 4.05 (2H, nn). 

50 

Preparation of [1-[2-(N-BQC-Piperidi^-4-yl)ethyll-(1H-tetrahydropyrimidin-2-one)-3]-acety^3(R)-(2-phenyle- 
thyl)p-aia^i^imethylester (63) 

A mixture of 61(125 mg, 0.34 mM), (R)-3-(2-phenylethyl)p-alanine methyl ester hydrochloride (83 mg, 0.34 
55 mM) (62), 1-hydroxybenzotriazole hydrate (48.3 mg, 0.35 mM), 1-ethyl-3-(3-dimethyIaminopropyl)- 
carbodiimide hydrochloride (70 mg, 0.37 mM) and triethyl amine (107 fil, 0.77 mM) in dry DMF (1.6 ml) was 
stirred at 25**C for 18 hours. The reaction mixture was poured into ice H2O, extracted with ethyl acetate (2 x 
50 ml), washed with 10% citric acid, brine, dried over Na2S04 and evaporated in vacuo to give 63. ^H NMR 
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(300 MHz, CDCI3) 6 1.14 (2H, m). 1.45 (9H, s). 1.70 (2H, m), 1.86 (2H, m). 2.02 (2H. m). 2.58 (2H, d). 2.66 
(3H, m), 3.36 (5H, m), 3.68 (2H. m), 3.93 (1H, d). 4.07 (2H, m). 7.02 {1H, m). 7.20 (2H, m), 7.29 (2H, m). 

Preparation of 1-[2-(N-Boc-Piperidin-4-yl)ethylH1H-tetrahydropyrimidin-2<>ne)-3]-acetyl-3(R^ 
5 thyl)P-alanine (64) 

A solution of 63 (168 mg, 0.31 mM) in THF (15 ml) and H2O (15 ml) was cooled to CC, treated with IN 
LiOH (1 2 ml) then stirred at 25**C overnight The THF was evaporated at reduced pressure, the residue acidified 
with 10% citric acid, extracted with ethyl acetate (2 x 50 ml) washed with brine, dried over Na2S04 and evapo- 
10 rated in vacuo to give 64 . 

Preparation of [1-(2-piperidi^-4-yl)ethyl]-[(1H-tetrahydropyrimidin-2-one)-3]-acetyl-3(R)•(2-phenyethyl)P-ala- 
nine (65) 

15 A solution of 64 (128 mg) in methylene chloride (8 ml) and anisole (1 .5 ml) was cooled to -20°C then treated 
with trifluoroacetic acid (8 ml) over a 5 minute period. The reaction mixture was stirred at -5°C for 1 hour then 
evaporated in vacuo. The residue was chromatographed on Si02 (ethanol-H20-NH40H, 10:1:1) to give 65. 

Analysis Calc for C24H3gN404»2 .5H2O 
C» 57.84; H, 8.65; N. 11.73. 
Found: C, 57.94; E. 8.39; N, 11.47. 

25 Preparation of [1-(2-piperidin-4-yl)ethyl]-[(1H-tetrahydropyrimidin'2-one)-3]-acetyl-3(R)>(2-indol-3-yl)-et- 
hyllfi-alariine (66) 

By following substantially the procedure described for preparing 63 but substituting for the 3(R)-(2-phenyl- 
ethyi)p-alanine methyl ester hydrochloride described therein an equivalent amount of 3R-[2-(indoI-3-ethyl]p- 
30 alanine ethyl ester and following the procedures described for preparing 64 and 65, there is obtained 66. 

Analysis Calc for C25H3yN504: 

C, 56.3; H, 8.0; N. 12.6. 
35 Found: C. 56.3; H, 7.9; N, 12.2. 

Preparation of [1-(2-piperidin-4-yl)ethyl-(1 H-tetrahydropyrimidin-2-one)-3]-acetyl-3(R)-methyl p-alanine (67) 

40 By following substantially the procedure described for preparing 63 but substituting for the (R)-3-(2-phe- 

nylethyl)p-alanine methyl ester hydrochloride described therein an equivalent amount of ethyl 3(R)-methylp- 
alanine hydrochloride and following the procedures described for preparing 64 and 65, there is obtained 67 . 

Preparation of [1 -(2-piperidin-4-yl)ethyl]-[(1 H-tetrahydropyrimidin-2-one)-3]-acetyl-2(R)-[butylsulfonylamino] 
45 p-alanine (68) 

By following substantially the procedure described for preparing 63 but substituting for the (R)-3-(2-phe- 
nylethyl)P-alanine methyl ester hydrochloride described therein an equivalent amount of ethyl 2(S)-butylsulfo- 
nylamino p-alanine hydrochloride and following the procedures described for preparing 64 and 65, there is ob- 
50 tained 68. 

Preparation of Methyl 4(R)-Benzyl-2-oxa2olidinone-succinate (70) 

To a stirred solution of mono-methyl succinate 69 (3.7 g, 28.2 mmol), NEta (4.0 mL, 28.2 mmol) and dry 
55 THF (160 mL) at -78°C was added trimethytacetyl chloride (3.6 ml, 28.2 mmol) dropwise. After 10 min, the 
cooling bath was removed and replaced with an icebath. After 1.0 hour, the heterogeneous mixture was re- 
cooied to -78°C, and treated, via cannula addition, with lithium (R)-(+)-4-ben2yl-2-oxazolidinone (28.2 mmoi) 
in dry THF (43 mL), prepared by treating (R)-(+)-4-ben2yl-2-oxazolidinone (5.0 g, 28.2 mmol) in dry THF (43 

60 



EP 0 512 831 A1 



rriL) at -78**C with n-BuLi (17.8 mL, 28.2 mmol, 1.6 N/l/hexanes). After addition was complete, the reaction mix- 
ture was warmed to room temperature overnight. The reaction mixture was diluted with ethyl acetate and wash- 
ed with H2O, saL NaHCOs, 5% aqueous KHSO4 and brine, dried MgSO* and concentrated. Flash chromatog- 
raphy (silica, 20% ethyl acetate/hexanes) gave 70 as a white crystalline solid. 
5 TLC Rf=0.48 (30% ethyl acetate/hexanes); 

1H NMR (300 MHz, CDCI3) 6 7.30 (m, 5H), 4.68 (m, 1H), 4.21 (m, 2H), 3.72 (s, 3H), 3.28 (m, 3H). 2,80 (dd. 
J=1 3 and 4Hz, 1 H), 2.73 (m, 2H). 

Preparation of Methyl 4(R)-Ben2yl-2-oxazolidinone-2(R)-(2-cyanoethyl)succinate (71) 

10 

To a stin-ed solution of TiCU (12.3 mU 12.3 mmol. IM/CH2CI2) and dry CHzClz (83 mL) at 0°C was added 
titanium (IV) isopropoxide (1.2 mL, 4.1 mmol). After 15 min, diisopropylethylamine (3.0 mL, 17.3 mmol) was 
added dropwise to form a dark brown solution. After 1 0 minutes, 70 (4.8 mg, 16.5 mmol) was added followed 
by continued stining at 0°O for 1 hour. Acrylonitrile (4.3 mL, 66 mmol) was added dropwise to the dark solution 
15 followed by stirring at 0**C for 72 hours. The reaction mixture was quenched with sat. NH4CI at 0^*0, then ex- 
tracted with CH2CI2. The combined organic exfracts were washed with saturated NaHCOs and brine, dried 
MgS04 and concentrated. Flash chromatography (silica, 25% ethyl acetate/hexanes) gave 7±Bsa crystalline 
solid. 

TLC Rf=0.22 (30% ethyl acetate/hexanes); 
20 1H NMR (300 MHz, CDCI3) 6 7.40-7.20 (m, 5H), 4.70 (m, 1H), 4.25 (m. 2H), 4.13 (m, 1H), 3.67 (s. 3H), 3.30 
(dd. J=13 and 4Hz, 1H), 2.93 (dd, J=17 and 10Hz, 1H), 2.80 (dd, J=17 and 10Hz, 1H), 2.55 (dd, J=13 and 4Hz, 
1H), 2.43 (t, J=7Hz, 2H), 2.10 (m. 1H), 1.90 (m, 1H). 

Preparation of Methyl 4(R)-Benzyl-2-oxazolodinone-2(R)-(3-aminopropyl)succinate (72) 

25 

A mixture of 7± (2.0 g, 5.8 mmol), PtOs (0.8 g), CH3OH (50 mL), and CHCI3 (5 mL) were shaken on the 
Parr apparatus under a hydrogen atmosphere (60 PSI) at ambient temperature for 3 hours. The reaction mixture 
was filtered through a celite pad and then concentrated to furnish the crude amine-HCI 72 as a yellow oil. 
TLC Rf=0.50 (CH2CI2/CH3OH/ACOH 9:1:1) 

30 ' 

Preparation of Methyl [2-Piperidone-3(R)]acetate (73) 

The crude amine-HCI 72 (2.0 g, -5.8 mmol), acetonitrile (250 mL) and NaHCOa (5 g) were stin-ed overnight 
at ambient temperature. The reaction mixture was then filtered and the filtrate concentrated. Flash chromatog- 
35 raphy (silica, ethyl acetate) gave lactam 73 as a colorless crystalline solid. 
TLC Rf=0.22 (ethyl acetate); 

iH NMR (300 MHz, CDCI3) 6 5.82 (bs, 1H). 3.70 (s, 3H), 3.33 (m, 2H), 2.88 (dd, J=16 and 4Hz, 1H), 2.75 (m, 
1H), 2.58 (dd, J=16 and 7Hz, IH), 2.10-1.60 (m, 4H). 

40 Preparation of Methyl [1-[N-Boc-2-(Piperidin-4-yl)-ethyl]-2-prperidone-3(R)]acetate (74) 

To a stirred solution of 73 (1.1 g, 6.4 mmol) in anhydrous DMF (60 mL) at -IS^C was added NaN(TMS)2 
(6.4 mL, 6.4 mmol. 1 M/hexanes) dropwise followed by removal of the cooling bath. After 1 0 minutes the iodide 
101 (2.3 g. 7.0 mmol) was added and stirring continued at ambient temperature for 4 hours. The reaction mixture 
45 was then diluted with ethyl acetate and washed with H2O (2x) and brine, dried (MgS04), and concentrated. Flash 
chromatography (silica. 40% ethyl acetate/hexanes) gave 74 as an oil. 
TLC Rf=0.29 (40% ethyl acetate/hexanes). 

Preparation of [1-[N-Boc-2-(piperidin-4-y!)ethyl]>2-piperidone-3(R)]acetic acid (75) 

so 

Utilizing the procedure for converting 49 to 50, 74 (0.44 g. 1.1 mmol) furnished 75 as an oil. 
TLC Rf=0.52 (CH2CI2/CH3OH/ACOH 9:0.5:0.5). 

Preparation of [1-[N-Boc-2-(piperidin-4-yl)ethyl1-2-piperidone-3(R)]acetyl-3(R)-methyl-P-alanine ethyl ester 

55 q&i 

Utilizing the procedure for converting 50 to 55, 75 (0.40 g, 1.1 mmol) was coupled to 54 (0.27 g, 1.6 mmol) 
to afford 76 as an oil after flash chromatography (silica, ethyl acetate). 
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TLC Rf=0.20 (ethyl acetate). 

Preparation of [1-[N-(Boc-2-(piperidin-4-yl)ethytl-2-piperidone-3(R)]acetyl-3(R)-methyl-P-alanine (77) 

5 Utilizing the procedure for converting 55 to 56, 76 (0.30 g, 0.64 nnnnol) gave 77 as an oil. 

TLC Rf=0.24 (CH2CI2/CH3OH/ACOH 9:0.5:0.5); 

iH NMR (400 MHz, CDCI3) 6 6.93 (m, 1H), 4.32 (m. 1H). 4.06 (m, 2H), 3.35 (m, 2H), 3.29 (m, 2H). 2.70-2.50 
(m, 6H), 2.38 (m. 1H), 2.00-1.20 (m, 9H). 1.45 (s. 9H}. 1.27 (d, J=6Hz, 3H). 1.06 (m, 2H). 

10 Preparation of [1-[2-(Piperidin-4-yl)ethyil-2-piperidone-3(R)-methyl-fi-alanine (78) 

Utilizing the procedure used to convert 56 to 57, 77 (0.24 g, 0.53 mmol) gave 78 as an amorphous solid 
after flash chronnatography (silica. 10:1:1 ethanol/H20/NH40H). 

iH NMR (400 MHz, DjO) 6 4.19 (m, 1H), 3.40 (m, 6H). 3.00 (m, 2H). 2.70 (m, 1 H), 2.64 (m. 1H), 2.47 (m. 2H). 
15 2.30 (dd. J=14 and BHz, 1H), 2.00 (m, 2H), 1.92 (m, 2H), 1.79 (m, 1H). 1.61 {m, 4H). 1.45 (m. 2H), 1.18 (d, 
J=7Hz. 3H). 

Preparation of N-Cbz-Gly-3(R)-methyl-fi-alanlne ethyl ester (79) 

20 A stirred solution of Cbz-Gly (0.94 g, 4.5 mnnol), 4-methyImorpholine (1 . 1 mL, 4.9 rnmbl), and ethyl acetate 

(50 mL) at -15°C was treated with isobutyl chlorofonmate (0.61 mL, 4.7 mmol) in one portion. After 15 min. 54 
(0.75 g, 4.5 mmol) in ethyl acetate (1 mL) was added followed by wanming to ambient temperature overnight. 
The reaction mixture was then washed with 1 M NaHSO^, brine, sat. NaHCOj and brine, dried (MgS04), and 
concentrated to afford 79 as a yellow oil. 

25 iH NMR (300 MHz. CDCI3) 5 7.48 (m, 5H), 6.73 (m, 1 H), 5.58 (m, 1 H), 5.1 3 (s, 2H), 4.48 (m, 1 H), 4.30 (q, J=7Hz, 
2H), 3.95 (m, 2H), 2.62 (m, 2H), 1.37 (t, J=7Hz, 3H). 

r 

Preparation of Gly"3(R)-methyl-p-alanine ethyl ester acetic acis salt (80) 

30 A mixture of 79 (1.4 g, 4.5 mmoi). 10% AcOH/ CH3OH (50 mL), and 20% Pd(0H)2 (0.14 g) was shaken on 

the Parr apparatus under a hydrogen atmosphere (60 PS!) overnight After 24 hours the reaction mixture was 
filtered through a celite pad and the filtrate concentrated. Flash chromatography (silica, 5:3:1 CH2Cl2/ethanol- 
/AcOH) to' give 80 as an amorphous solid. 
TLC Rf=0.41 (5:3:1 CHzClz/ethanol/AcOH). 

35 

Preparation of 4(S)-Benzyl-2-oxazolidinone-4-(N-Boc-piperidin-4-yl)-2(R)-(prop-2-ene)butyrate (81) 

To a stirred solution of 45 (2.5 g, 5.8 mmol) in THF (50 ml) at -78°C was added lithium bis(trimethylsilyl- 
)amide (7.0 mL, 7.0 mmol, IM/hexanes) followed by allyl bromide (2,5 mL, 29 mmol). The cooling bath was 
40 then removed and the reaction stin'ed at O^'C for 1.5 hours. The reaction was quenched with sat. NH4CI, then 
diluted with EtOAc followed by washing with sat NaHCOj, 5% KHSO4, and brine, drying (MgS04) and con- 
centration. Flash chromatography (silica, 1 5% EtOAc/hexanes) afforded 81^ as a coloriess oil. 
TLC Rf=0.53 (30% EtOAc/hexanes); 

1H NMR (300 MHz, CDCI3) 6 7,40-7.20 (m, 5H), 5.82 (m, 1H), 5.10 (m, 2H), 4.80 (m, 1H), 4.20 (m. 2H), 4.07 
45 (m. 2H). 3.90 (m, 1H), 3.31 (dd, J=13 and 3Hz. 1H), 2.68 (m, 2H). 2.48 (m, 1H), 2.35 (m, 1H). 1.90-1.20 (m, 
7H), 1.47 (s. 9H), 1.10 (m, 2H). 

Preparation of 4-(N-Boc-Piperidin-4-yl)-2(R)-(prop-2-ene)butyric acid (82) 

50 To a stirred solution of 81 (1.8g, 3.8mmol), 30% H2O2 (8.5 mL, 83 mmol), THF (41 mL) and H2O (12mL) I 

at ambient temperature was added LiOH (14 mL, 14 mmol, IN). After 2h the excess LiOH was quenched with 
1 0% NaHS04 dropwise at 0°C. The reaction was then acidified with 5% KHSO4 and extracted with EtOAc. The 
EtOAc portion was then washed with brine, dried (MgS04), and concentrated to give 82 as a colorless oil. 
TLC Rf = 0.79 (1 0% CHsOH/EtOAc). 

55 
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w 

Preparation of [4-(N-Boc-Piperidin-4yl)-2(R)-(prDp-2-ene)butyratel- Gly-'3(R)-methvl-g-aianine ethyl ester 

m 

Utilizing the procedure for converting 50 to 55, 82 (1 .3 g. 2.5 mrr.ol) was coupled to SO (0.62 g. 2.5 mmo\) 
to give 83 after flash chromatography (silica, 10% isopropanol/hexanes). 
TLC Rf=0.50 (20% isopropanol/hexanes); 

1H NMR (300 MHz. CDCI3) 5 6.67 (bd, J=8Hz, 1H), 6.37 (m, 1H). 5.72 (m, 1H), 5:02 (m, 1H), 4.35 (m, 1H), 4.13 
(q, J=7Hz. 2H). 4.03 (m, 1H). 3.88 (m, 2H), 2.63 (m, 2H), 2.51 (m, 2H), 2.35 (m, 1H), 2.20 (m. 2H), 1.70-1.20 
(m, 7H), 1 .44 (s, 9H). 1.26 (t, J=7Hz, 3H), 1 .07 (m, 2H). 



Preparation of [3-[2-(N-Boc-Piperidin-4-yl)ethyl]-5-hydroxy-2-pyrrolidinone-1]acetyl-3(R)-methyl-Ma"'ne 
ethyl ester (84) 

To a solution of 83 (0.74 g, 1 .5 mmol). THF (1 2.2 mL). H2O (9.2 mL), and Nal04 (0.82 g, 3.8 nnmol) was 
15 added OSO4 (0.96 mL. 80 ^mol; 2.5% tert-butanol) at ambient temperature. After 2.0 hours, the reaction mbcture 
was diluted with ether and then washed with H20. 10% aqueous Na2S203, and brine, dried (MgSOJ, and con- 
centrated to give 84 as a yellow oil. 
TLC Rf=0.26 (20% isopropanol/hexanes). 

20 Preparation of [3-[2-(N-Boc-Piperidin-4-yl)ethylh5-hydroxy-2-pynrolidinon6-1]acetyl-3(R)-methyl-p-alanine 
(85) 

Utilizing the procedure for converting 55 to 56, 84 (0.73 g, 1 .5 mmol) gave 85 as a pale yellow foam. 
NMR (300 MHz, CDCig) 6 5.23 (d, J=5Hz, 1H), 4.58 (d, J=16Hz. 1H), 4,32 (m, 1H), 4.05 (m, 2H), 3.70 (d, 
25 J=16Hz, 1H), 2.80-2.40 (m, 6H), 2.22 (m. 1H), 2.00-1.00 (m. 9H), 1.45 (s, 9H), 1.27 (d, J=7Hz, 3H). 

Preparation of [3-[2-(Piperidin-4-yl)ei: iyl]-2-pyn-oiidinone-1]acetyl-3(R)-methyl-p-alanine (86) 

A stirred solution of 85 (0.61 g, 1.3 mmol) in CH2CI2 (50 mL) at ambient temperature was treated with a 
30 solution of CF3CO2H (5.8 mL) and triethylsilane (0.8 mL, 5.2 mmol). After 2.0 h the reaction mixture was con- 
centrated followed by azeotropic removal of residual CF3CO2H with toluene. Flash chromatography (silica, 
10:1:1 ethanol/H20/NH40H) gave 86 as a colorless solid. 
TLC Rf=0.17 (9:1:1 ethanol/H20/NH40H); 

iH NMR (300 MHz. CD3OD) S 4.20 (m, 1H), 3.97 (d. J=17Hz, 1H), 3.85 (d. J=17Hz, 1H), 3.40 (m. 4H), 2.95 
35 (m, 2H), 2.52 (m, 1 H), 2.30 (m. 2H). 2.00-1 .30 (m, 1 1 H). 1 .20 (d, J=7Hz, 3H). 

Preparation of 2-(2,3,4,5,6-Tetrahydro-1.1-dioxo-2H-1,2-thiazin-2-yl)prop-2-ene (88) 

To a solution of 87 (J.O.C . 52, p. 2162 (1987) E.H. White, H.M. Lim) (0.35 g, 2.6 mmol) in DMF at 0°C was 
40 added NaN(TMS)2 (3.9 mU 3.9 mmol); 1 M/hexanes) dropwise. After 30 min, allyl bromide (0.45 mL, 5.2 mmol) 

was added in one portion followed by continued stimng for 30 min. The reaction mixture was diluted with ethyl 

acetate and washed with sat NH4CI and brine, dried (MgS04), and concentrated. Flash chromatography (silica, 

30% ethyl acetate/hexanes) gave 88 as a colorless oil. 

TLC Rf=0.29 (30% ethyl acetate/hexanes); 
45 iH NMR (300 MHz, CDCI3) 6 5.80 (m. 1H). 5.25 (m, 2H), 3.78 (m. 2H). 3.30 (m. 2H), 3.02 (m, 2H). 2.21 (m, 

2H), 1.68 (m, 2H). 

Preparation of 2-[6-[2-(N-Boc-Piperidin-4-yl)ethyn-(3.4.5.6-tetrahydro-1,1-dioxo-2H-1,2-thiazin-2-yl)l-prop-2- 
ene (89) 

50 

A stin-ed solution of 88 (0.34 g, 1 .93 mmol) in THF (1 0 mL) at -78°C was treated dropwise with n-BuLi (1 .45 
mL, 2.3 mmol; 1 .6 M/hexanes). After 30 min the reaction mixture was treated sequentially with 1-methyl-2-pyr- 

23*C the reaction was quenched with saturated NH4CI then diluted with ethyl acetate and washed with H2O 
55 and brine, dried (MgS04). and concentrated. Flash chromatography (silica, 30% ethyl acetate/hexanes) gave 
89 as a crystalline solid. 
TLC Rf=0.27 (30% ethyl acetate/hexanes); 

iH NMR (400 MHz, CDCI3) 6 5.80 (m. 1H), 5.25 (m, 2H), 4.07 (m, 2H), 3.78 (m, 2H), 3.34 (m, 2H), 3.17 (m. 
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1H), 3.02 (m. 1H), 2.82 (m. 2H), 2.66 (m, 2H). 2.24-2.04 (m, 3H), 1.89 (m. 1H), 1.70-1.35 (m. 7H), 1.08 (m, 
2H). 

Preparation of 2[6-[2-(N-Boc-Piperidin-4-yl)ethylH3.4,5.6-tetrahydro-1 .1-dioxo-2H-1 ,2-thiazin-2-yl)]-acetal- 
5 dehyde (90) 

To a stirred solution of 89 (0.50 g, 1.29 mmol). THF (16 mL), H2O (12 ml), and NalO^ (0.69 g, 3.2 rnmol) 
was added OsO^ (1 mL, 0.1 nnmol; 2.5 %/tert-butanol) to effect a white precipitate. After 3.0 h, the reaction mix- 
ture was diluted with ethyl acetate and washed with H2O, 5% KHSO4, sat. NaHCOa and brine, dried (MgS04), 
10 and concentrated to give aldehyde 90 an oil. 

1H NMR (400 MHz. CDCI3) 5 9.64 (s, 1H). 4.08 (m, 2H). 4.00 (d. J=17Hz, 1H). 3.89 (d. J=17Hz, 1H), 3.62 (m. 
1H). 3.14 (m. 1H), 2.96 (m, 1H), 2.66 (m, 2H), 2.20 (m, 1H). 2.08 (m, 1H), 2.00-1.35 (m, 9H), 1.10 (m, 2H). 

Preparation of 2-[6-[2-(N-Boc-Piperidin-2-yl)ethyl]-(3.4.5,6-tetrahydro-1,1-dioxo-2H-1.2-thia2in-2-yl)]-acetic 
15 acid (91) 

A stinred solution of 90 (0.44 g, 1 .13 mmol) in acetone (10 mL) at 0^*0 was treated with Jones Reagent (1 .0 
mL) in 3 portions. After 5 min, excess Jones Reagent was quenched with i-propanol and then diluted with H2O. 
The reaction mixture was then extracted with ethyl acetate and the organic extract washed with brine, dried 
20 (MgS04). and concentrated. Flash chromatography (silica, 20:1:1 CH2CI2/CH3OH/ AcOH) gave 91 as a light 
yellow oil. 

TLC Rf=0.45 (20:1:1 CH2CI2/CH3OH/ACOH). 

Preparation of 2-[6-[2-(N-Boc-Piperidin-4-yl)ethyl]-(3.4,5,6-tetrahydro-1,1-dioxo-2H-1,2-thiazin-2-yi)]-acetyl- 
25 3(R)-methyl-p-alanine ethyl ester (92) 

Utilizing the procedure for converting oO to 55, 91_ (98 mg, 0.24 mmol) was coupled to 54 (120 mg, 0.71 
mmol) to afford 92 as a yellow oil after flash chromatography (silica, ethyl acetate). 
TLC Rf=0.28 (ethyl acetate); 

30 iH NMR (300 MHz, CDCIa) 6 7.08 (m, 1H), 4.37 (m, 1H). 4.08 (m, 2H), 3.89 (d, J=17Hz, IN), 3.77 (d, J=17Hz. 
1H), 3.60 (m; 1H), 3.15 (m, 1H). 2.88 (m, 1H), 2.68 (m, 2H), 2.52 (m, 2H), 2.20-1.00 (m, 13H). 1.27 (t, J=7Hz. 
3H). 1.25(t, J=7Hz, 3H). 

Preparation of 2-[6-[2-(N-BOC-Piperidin-4-yl)ethyll-(3.4,5,6-tetrahydro-1,1-dioxo-2H-1,2-thiazin-2-yl)]-acet- 
35 yl-3(R)-methyl-fi-alanine (93). 

Utilizing the procedure for converting 55 to 56, 92 (76 mg, 0.15 mnrol) gave 93 as an oil. 
TLC Rf = 0.42 (20:1:1 CH2CI2/CH3OH/ACOH); 

1H NMR (300 MHz, CDCI3) 5 7.20 (m, 1H), 4.39 (m, 1 H), 4.10 (q, J=7 Hz, 2H). 4.08 (m, 2H), 3.92 (d, J=17 Hz. 
40 1H), 3.74 (m, 1H), 3.53 (m, 1H), 3.15 (m, 1H), 2.90 (m. 1H), 2.77 (m, 2H), 2.59 (m. 2H), 2.10 (m. 1H), 2.10- 
1.10 (m. 12H), 1.27 (t, J=7 Hz. 3H). 1.25 (t. J=7 Hz. 3H). 

Preparation of 2-[6-[2-(Piperidin-4-yl)etyll-(3,4. 5, 6-tetra hydro- 1,1 -dioxo-2H-1. 2-th iazin-2-yl)]acetyl-3(R)-me- 
thyl-p-alanine (94). 

45 

Utilizing the procedure for converting 56 to 57, 93 (61 mg, 0.12 mmol) gave 94 as an off-white solid after 
flash chromatography (silica, 10:1:1 ethanol/NH40H/H20). 
TLC Rf = 0.26 (10:1:1 ethanol/NH40H/H:.0); 

iH NmR (300 mHz. D2O) 5 4.08 (m, 1H). 3.71 (m, 2H), 3.40 (m, 1H), 3.29 (m, 2H), 3.14 (m, 2H), 2.83 
50 (m, 2H), 2.25 (m. 2H), 2.12 (m, 1H), 1.90-1.20 (m, 12H), 1.05 (d, J=7 Hz, 3H). 

1-[2-(N-BOC-piperidin-4-yl)ethyi]-3-propanol-2-pyn'olidinone (95) 

A solution of 20 (1.20 g, 3.6 mmol) in THF (3 ml) was added to a solution of borane-dimethyl sulfide (3.6 
55 mmol) in 3 ml THF at 0°C and this was stinted for 2.5 hr at 0**. Then, H2O (0.15 ml), 1 0N aqueous NaOH solution 
(0.65 ml), THF (1 ml), and C2H5OH (0.36 ml) were added at 0° and with stinring the reaction mixture was wanmed 
to 23** and treated with 30% H2O2 (0.36 ml). This solution was heated to 55°C and stirred for 2 hours. The re- 
action mixture was cooled, saturated with K2CO3 an the organic phase was separated, dried (MgS04) and the 
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solvent removed. The resulting residue was purified by fiash chromatography on silica gel eluting with 10% 
MeOH/EtOAc to give 95. RF 0.3 (silica gei, 10% MeOH/EtOAc. 

1-r2-fN-BOC-DiDeridin-4-vl)ethvn-3-DroDanoic-acid-2-Dvrro!idinone (QS) 

5 

A solution of 95 (1.14 mmol) in acetone (5 ml) was cooled to -15^ and treated with Jones reagent until the 
color remained amber/brown. The reaction mixture was diluted with saturated NaHCOa solution to pH 9 and 
this was extracted with EtOAc. The aqueDus phase was acidified to pH 3 with KHSO4 solution and extracted 
with several portions of EtOAc. The combined organic extracts were dried (MgS04) and the solvent removed 
10 to give 96. Rf 0.3 (silica gel, 9/1/1 CHzCla/MeOH/HOAc). 

[1-F2-(N-BOC-piperidin-4-yl)ethyl]-2-pyrrolidinone-3]propanoyl-p-alanine ethyl ester (97) 

A solution of 96 (0.55 mmol), p-alanine ethyl ester-HCI (0.825 mmol), N-methylmorpholine (1,65 mmol) in 
15 CH3CN (5 ml) at 23** was treated with BOP (0.825 mmot) and the resulting solution was stirred for 48 hrs. The 
reaction mixture was diluted with EtOAc, washed with 10% KHSO4. brine, H2O, brine, dried (MgS04) and the 
solvent removed. The residue was purified by flash chromatography on silica ge! eluting with 30% acetone/hex- 
ane to give 97 as a clear oil. Rf 0.25 (silica gel. 30% acetone/hexane). 

20 [1-[2-(N-BOC-piperidin-4-yl)ethyl]-2-pyn'Olidinone-3]propanoyl-p-alanine (98) 

A solution of 97 (0.29 mmol), LiOH-HjO (1 .45 mmol), THF/MeOH/HzO (1:1:1,3 ml) was stirred for 2 hours. 
This was diluted with EtOAc and washed with 10% KHSO4, H2O, brine and dried (MgS04). Solvent removal 
gave 98 as an oil. Rf 0.5 (silica gel. 9/1/1 CHaaz/MeOH/HOAc). 

25 

[1-[2'(Piperidin-4-yl)ethyl]-2-pyrrolidinone-3]propanoyl-p-alanine HCI (99) 

A solution of 98 (0. 1 8 mmol) in EtOAc (2 ml) was cooled to -78'' and treated with HCI gas. After 0.5 hr the 
solvent was removed to give 99 as a white solid. Rf 0,22 (silica gel, 10/1/1 EtOH, NH4OH, H2O). 

30 

Preparation of N-BOC-4-piperidine methyl iodide (101) 

> 

Util izing the procedure for converting 9 to 10, 100 (1 2.3 g, 57 mmol) (Canr et al., EP 31 7997. May 31 , 1 989). 
gave 101 after flash chromatography (silica gel, 15% EtOAc/hexane). Rf 0.38 (silica gel, 10% EtOAc/hexanes). 
35 1H NMR (300 MHz. CDCI3) 6 1.15 (2H. m), 1.48 (9H, s), 1.62 (1H. m), 1.84 (2H, m), 2.70 (2H, m). 3.11 (2H, 
m), 4.12(2H, m). 

Preparation of N-BOC-piperidinemethyltriphenylphosphonium iodide (102) 

40 Asolutionof 101 (5.1 g, 15.7 mmol), CH3CN (75 mL), and triphenylphosphine (4.5 g, 17.3 mmol) was heated 

at 80°C for 60 h. The cooled reaction mixture was concentrated and the residual oil triturated with ether, then 
placed under vacuum to give 102 as a yellow foam. 

iH NMR (CDCI3. 300 MHz) S 7.31 (m. 15H). 4.10 (m, 2H). 3.97 (m. 2H). 2.69 (m. 2H), 2.00-1.10 (m. 5H), 1.48 
(s, 9H). 

45 

Preparation of 3-[2-(N-BOC-piperidin-4-yl)ethylenel-2-(methoxy)pyridine (104) 

To a suspension of 102 (5.0 g, 8.5 mmol) in dry THF at O'C was added NaN(TMS)2 (9.4 mL. 9.4 mmol, 
IM/hexanes) dropwise. After 1 5 min. a solution of 103 (0.97 g, 7.0 mmol) (Tetrahedron Letters . (1988) 29, 773) 
50 in THF (3 mL) was added dropwise to the yellow/orange homogeneous reaction mixture. After 1h the cooling 
bath was removed followed by continued stinring for 30 min. The reaction was quenched with H2O and ether. 
The aqueous phase was reextracted with ether, the organic layers combined and then washed with brine, dried 

^Na^Sn.^ anH rnnrpntratfiH Flash rhrrimatnnranhu ^.Qilira othul anpfatp/hpYanac\ nawo 104 ac a co!or!?SS 

oil. 

55 TLC Rf = 0.15 (10% ethyl acetate/hexanes), ""H NMR (300 MHz, CDCI3) 6 8.09 (dd, J=5 and 2 Hz, 1 H). 

7.42 (dd, J=7 and 2H2, 1H), 6.87 (dd. J=7 and 5 Hz, 1H). 6.37 (d, J = 12 Hz, 1H), 5.58 (dd, J=12 and 10 Hz, 
1H). 4,10 (m, 2H), 3.95 (s, 3H), 2.70 (m. 2H), 2.50 (m, 1H), 1.80-1.20 (m, 4H). 1.47 (s. 9H). 
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Preparation of 3-[2-(ISI-BQC-piperidin-4-yl)ethyl]-2- methoxypyridine (105) 

A mixture of 104 (1.4 g. 4.3 mmol), ethyl acetate (22 mL) and 10% Pd/C (0.27 g, 20%/wt) was stirred under 
a hydrogen atmosphere (1 atm) at ambient temperature for 4 h. The reaction mixture was filtered through a 
5 celite pad and the filtrate concentrated to give 105 as a cloudy colortess o3. 

TLC Rf = 0.17 (10% ethyl acetate/hexanes); NMR (CDCI3. 300 MHz) 5 8.02 (dd, J=5 and 2 Hz, 1H). 
7.36 (dd, J=7 and 2 Hz, 1 H), 6.80 (dd, J=7 and 5 Hz, 1H). 4.10 (m, 2H). 3.94 (s, 3H). 2.69 (m. 2H). 2.58 (m, 
2H), 1.72 (m, 2H), 1.55-1.35 (m, 3H). 1.48 (s, 9H), 1.13 (m, 2H). 

10 Preparation of 3-[2-(N-BOC-piperidin-4-yt)ethyl]-2-pyridon-1-yl (106) 

To a solution of 105 (0.81 9, 2.5 mmol) in dfy CH3CN (13 mL) was added Nal (0.94 g, 8,3 mmol) followed 
by chlorotrimethylsilane (0.80 mL, 6.3 mmol). The resulting opaque yellow solution was heated at 60°C for 2.0 
h. The cooled reaction mixture was quenched with methanol (50 mL), stirred for 10 min. and then concentrated. 

15 The residue was dissolved in dioxane/H20 (6.7 mU3.3 mL) then treated with IN NaOH (5.0 mL. 5.0 mmol). 
The solution was cooled to Q°C and then treated with BOC2O (1.1 g, 5.0 mmol) followed by removal of the cool- 
ing bath. After stirring overnight the dioxane was evaporated and the residue dOuted with H2O (1 0 mL) and ethyl 
acetate (50 mL), followed by acidification to pH 1.0 with 20% KHSO4. The organic phase was separated and 
then washed with H2O and brine, dried (MgS04) and concentrated. Flash chromatgraphy (silica, 2:1 

20 CH2Cl2/acetone) gave 106 as a pale yellow solid. 

TLC Rf = 0.19 (2:1 CHjCyacetone); NMR (CDCI3. 400 MHz) 6 7.30 (m, 3H), 6.23 (t, J=7 Hz, 1H), 
4.04 (m, 2H), 2.69 (m, 2H), 2.57 (m, 2H), 1.74 (m, 2H), 1.56 (m, 2H), 1.48 (m, 1H), 1.47 (s, 9H), 1.16 (m, 2H). 

Preparation of Ethyl {3-[2-(N-BOC-piperidin-4-yl)-ethyll-2-pyridon-1-yl}acetate (107) 

25 

To a stirred solution of 106 (0.44 g, 1.4 mmol) in dry DMF (7.2 mL) at 0°C was added NaN(TMS)2 (2.1 mL, 
2.1 mmol, IM/hexanes) dropwise. After 30 min. ethyl bromoacetate (0.79 mL, 7.2 mmol) was added dropwise . 
to the reaction mixture. After an additional hour the reaction was diluted with ethyl acetate and then washed 
with H2O. 5% KHSO4, sat. NaHCOs and brine, dried (MgSO^) and concentrated. Flash chromatography (silica, 
30 45% ethyl acetate/hexanes) gave 107 as a coloriess oil. 

TLC Rf = 0.33 (60% ethyl acetate/hexanes); 7.20 (dd, J=6 and 1 Hz, 1H), 7.11 (dd, J=7 and 2 Hz, 1H), 
6.15 (t, J=7 Hz, 1H), 4.62 (s, 2H). 4.24 (q, J=7 Hz, 2H), 4.04 (m. 2H), 2.69 (m, 2H), 2.55 (m, 2H), 1 .72 (m, 2H), 
1.52 (m, 2H), 1.78 (m. 1H), 1.48 (s, 9H), 1.13 (m, 2H). 

35 Preparation of {3-[2-(N-BOC-piperidin-4-yl)ethyl]-2-pyridon-1-yl} acetic acid (108) 

Utilizing the procedure for converting 55 to 56, 107 (0.51 g, 1.3 mmol) gave 108 as a coloriess foam. 
TLC RF = 0.58 (9:1:1 CH2CI2/CH3OH/HOAC). 

40 Preparation of {3-[2-(N'BOC-piperidin-4-yt)ethyl]-2-pyridon-1-yl}acetyl-3(R)-methyl-p-alanine ethyl ester 
(109) 

Utilizing the proceduefor converting 15 to 16, 108 (0.15 g, 0.41 mmol) gave 109 as a waxy solid after flash 
chromatography (silica, ethyl acetate). 
45 TLC Rf = 0.38 (ethyl acetate) ^H NMR (CDCI3. 400 MHz) 5 724 (dd. J=7 and 2Hz. 1H), 7.21 (dd, J=7 

and 2 Hz, 1H), 7.07 (bd, J=8 Hz, 1H), 6.19 (t J=7Hz, 1 H). 4.51 (s, 2H), 4.30 (m, 1H), 4.08 (q. J=7Hz, 2H), 4.08 
(m, 2H), 2.69 (m, 2H), 2.55 (m, 2H), 1.72 (m, 2H), 1.51 (m, 2H), 1.45 (s, 9H). 1.43 (m, 1H), 1.23 (t, J=7Hz. 3H), 
1.22 (d. J=7Hz, 3H), 1.13 (m, 2H). 

50 Preparation of {3-[2-(N-BQC-piperidin-4-yl)ethyl]-2-pyrido n-1-yl}acety l-3(R)-methyl-fi-alanine (110) 

Utilizing the procedure for converting 55 to 56, 109 (0.19 g. 0.41 mmol) gave 110 as a coloriess oil. 
TLC = 0.59 (9.5/0.5/0.5 CH2CI2/CH3OH/HOAC). 

55 Preparation of {3-[2-(Piperidin-4-yl)ethyl]-2-pyridon-1-yl}acetyl-3(R)-methyl-p-alanine (111) 

A solution of 103 (0.18 g. 0.40 mmol), CH2CI2 (2.0 mL), anisole (86 |iU 0.80 mmol), and trifluoroacetic acid 
(2.0 mL) was stirred at -1 5" for 15 min. The yellow reaction mixture was concentrated and the residual trifluor- 
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oacetic acid removed azeotropically with toluene. Flash chromatography (silica, 10/1.3/1.3 etha- 
noi/NH^OH/HzO) give 11_1_as a white amorphous solid. 

TLC Rf = 0.17 (10:1:1 ethanol/NH40H/H20): NMR (DjO, 400 MHz) 6 7.57 (dd, J=7 and 1 Hz, 1 H), 

-T 4 A / J-t I— -7 ^ H -1 U\ C C4 n I--7U-. -1 U\ A OU\ A Ofl 'iU\ AO ir^ OU\ O QT Im 0U\ O 'sQ 

5 (m. 2H). 2.46 (dd, j=14 and 6 Hz, 1H), 2.32 (dd. J=14 and 7Hz. 1H), 2.00 (m, 2H), 1.60 (m, 3H), 1.42 (m, 2H). 

f' 

Preparation of N-Cbz-4-piperidinethanol (112) 

To a stirred solution of 4-piperidineethano! 8 (15 g, 0.12 mol), THF (500 mL), and diisopropyiethylamine 
10 (40.5 mU 0.23 mol) at 0°C was added benzyl chloroformate (16.5 mL, 0.12 mmol). After 1 h at 0°C the reaction 
mixture was diluted with ethyl acetate and then washed with HjO (2x), 10% KHSO4, and brine, dried (MgS04), 
and concentrated to give 112 as a coloriess oil. 

TLC Rf = 0.60 (ethyl acetate); ^H NMR (300 MHz, CDCI3) 6 7.35 (m, 5H), 5.13 (s, 2H), 4.18 (m, 2H), 
3.70 (q. J=7Hz, 2H), 2.80 (m, 2H). 1.80-1.50 (m, 5H), 1.19 (m, 2H). 

15 

Preparation of N-Cbz-4-piperidine ethyl iodide (113) 

Utilizing the procedure for converting 9 to 10, 112 (30.6 g, 0.12 mol) gave 113 as a colorless oil after flash 
chromatography (silica, 10% ethyl acetate/hexanes). 

20 

Preparation of 1-[2-(N-Cbz-piperidin-4-yl)ethyl]-(2-pyrrolidinone) (114). 

To a stirred solution of 2-pyrolidinone (11.0 g, 0.13 mol) in dry DMF (500 mL) at ambient temperature was 
added NaN(TMS)2 (129 mL, 129 mmol, 1M/THF) dropwise. After 10 min, the iodide 1_13 (24.1 g, 64.6 mmol)^ 
25 in DMF (50 mL) was added to the reaction vessel. After 1 hour, the reaction mixture was diluted with ethyl acet- 
ate and then washed with H2O, sat NaHCOa and brine, dried (MgS04) and concentrated. Flash chromatogra- 
phy (silica, ethyl acetate) gave 1_14 as a coloriess •^.il. 

TLC Rf=0.16 (ethyl acetate); NMR (300 MHz, CDCI3) 5 7.40-7.20 (m, 5H). 5.12 (s, 2H), 4.19 (m, 2H), 
3.34 (m, 2H).. 2.77 (m, 2H), 2.40 (m, 2H). 2.04 (m, 2H), 1.74 (m, 2H). 1.47 (m, 3H). 1.15 (m, 2H). 

30 ^ 

Preparation of 1-[2-(N-Cbz-prperidin-4-yl)ethyl]-3-propen-2-yl-(2-pyrrolidinQne) (115). 

Toa stin-ed solution of 114 (8.0 g, 24.2 mmol), and THF (180 mL) at-78°C was added LDA (50 mL, 25 
mmol, 0.5M/THF) dropwise. After 15 min. ally! bromide (2.3 mL, 26.6 mmol) was added. After 1.0 hour, the re- 
35 action mixture was allowed to wann to 0**C over a 10 min. period. The reaction mixture was diluted with ethyl 
acetate and then washed with 5% KHSO4 and brine, dried (MgS04) and concentrated. Flash chromatography 
(silica, 50% ethyl acetate/ hexanes) gave 115 . 

TLC Rf=0.65 (ethyl acetate); iH NMR (300 MHz, CDCI3) 5 7.35 (m, 5H), 5.80 (m, 1H), 5.12 (m, 2H), 4.18 
(m, 2H). 3.33 (m, 4H), 2.80 (m, 2H), 2.56 (m, 2H), 2.20 (m, 2H), 1.78 (m. 2H), 1.48 (m, 3H), 1.20 (m, 2H). 

40 

Preparation of 1-[2-(N-Cbz-piperidin-4-yl)-ethyll-3-acetic acid-2-pyrrolidinone (116). 

Utilizing the procedure for converting 14 to 15, 115 {4.7 g, 12.7 mmol) gave 116 as a light brown oil after 
flash chromatography (silica. CH2CI2/CH3OH/ HOAc 9.5:0.5:0.5). 
45 ' TLC Rf=0.63 (CH2CI2/CH3OH/HOAC 9.0:0.5:0.5); ^H NMR (300 MHz, CDCI3) 6 7.37 (m, 5H), 5.15 (s. 2H), 
4.18 (m. 2H). 3.37 (m. 4H), 3.00-2.30 (m. 5H). 1.77 (m, 2H), 1.46 (m. 3H), 1.18 (m, 2H). 

Preparation of [1-[2-(N-Cbz-piperidin-4-yl)ethyl]-2-pyrrolidinone-3]acetyl-2-aminoethylphosphonic acid 
(117). 

50 

A solution of m (388 mg. 1 .0 mmol), EtgN (0. 14 mL, 1 .0 mmol), and dry dioxane (5 mL) at 0°C was treated 
with isobutyl chloroformate (0.13 mL, 1.0 mmol). The reaction mixture was warmed until the dioxane melted. 

4 I . r ^ ■ ^ 1^1 I ;-i i A r\E — ^ A f\ k f Ar\^ ^^^\ » mJ LJ f\ l'\ — »1 \ .mm ^AfAr\*\ 

/-V OUIUUUI I Ul £.-ail III IUCUI/l).fl IWO|.fliVIII^ CtOlU ^ l »l ly, » liitii\^>/, ■ ^t-^v.* ^ . w ■• ly/ wiiwi 1 ^fc. •••ta.; u«.w v.. 

to the reaction vessel at ambient temperature. After 4 hours the dioxane was evaporated and the residue acidi- 
55 fied with IN HCt. The mixture was washed with ethyl acetate (3x). The aqueous portion was concentrated to 
dryness to afford crude 117. 

TLC Rf=0.15 (9:1.0:1.0 CH2CI2/CH3OH/HOAC). 
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Preparation of [1-[2-(piperidin-4-yl)ethyl]-2-pyrrolidinone-3)acetyl-2-aminoethylphosphonic acid (118). 

the crude phosphonic acid 117 (464 mg) was dissolved in 10% HOAC/CH3OH (20 mL), then Pd(0H)2 (50 
nng) was added and the mixture hydrogenated on the Panr apparatus (50 PSI) ovemight After 20 hours the 
5 reaction mixture was filtered through a celite pad and the filtrate concentrated. Flash chromatography (silica, 
8:1:1 CH3OH/H2O/NH4OH) gave 118 as an amorphous solid. 

TLC Rf=0.14 (8:1:1 CH3OH/H2O/NH4OH); NMR (300 MHz, H2O) 6 3.40 (m, 8H), 3.18 (m, 1H), 2.92 (m. 
3H). 2.60 (m, 1H), 2.38 (m, 1H), 2.26 (m. 1H). 1.97 (m, 2H), 1.79 (m, 3H). 1.55 (m. 2H). 1.40 (m, 2H). 

to Preparation of (4-N-Cbz-amino)cyclohexane carboxylic acid methyl ester (121). 

To a suspension of 120 (17.5 g, 0.12 mol) in CH3OH (150 mL) at -10**C was added thionyl chloride (13.4 
mU 0.18 mol) portlonwise over a 5 min. period, followed by removal of the cooling bath. After 16 hours the re- 
sulting solution was concentrated and the residue dissolved in DMF (150 mL), cooled to O^C then treated se- 
ts quentlally with N(i-Pr)2Et (52 mL, 0.3 mol) and benzyl chloroformate (18.6 mL. 0.13 mol). The cooling bath was 
removed and after 24 hours the reaction mixture was concentrated. The residue was diluted with ethyl acetate 
and then washed with saturated NaHC03, 5% KHS04and brine, dried (MgS04) and concentrated. Flash chro- 
motography (silica, 20% ethyl acetate/hexanes) gave 121 ^ waxy crystalline solid. 

TLC Rf=0.34, 0.39 (30% ethyl acetate/ hexanes); NMR (400 MHz, CDCI3) 6 7.38 (m, 5H), 5.09 (bs, 2H), 
20 4.68 (m, 0.5H), 4.59 (m, 0.5H), 3.72 (m, 0.5H), 3.68 (s. 1.5H), 3.67 (s, 1.5H), 3.50 (m, 0.5H) 2.45 (m, 1 H), 2.13- 
1.50 (m, 8H). 

Preparation of (4-N-Cbz-amino)[1-(propen-3-yl)lcydohexane carboxylic acid methyl ester (122). 

25 To a stirred solution of 121 (1.0 9' 3.4 mmol) in dry THF (17.2 mL) at -78'*C was added LDA (4.3 ml_ 8.6 

mmol, 2.0M) dropwise. The cooling bath was warmed to -40*'C. After stirring at -40*C for 15 min. the reaction 
mixture was recooled to -76'*C and then treated sequentially with 1,3-dimethyl-3,4,5,6-tetra hydro- 2-(1H-pyri- 
midinone) (2.0 mL, 17 mmol) and ailyt bromide (0.44 mL, 5.1 mmol). After 2 hours the reaction was diluted with 
ethyl acetate and then washed with H2O), sat NH4CI, sat NaHCOs and brine. Drying (MgS04) and concentra- 

30 tion gave a yellow oil which was subjected to flash chromatography (silica, 20% ethyl acetate/hexanes] to give 
122 as a waxy crystalline solid. 

TLC Rf=0.31 (20% ethyl acetate/hexanes); ^H NMR (400 MHz, CDCI3) 6 7.34 (m, 5H). 5.67 (m, 1H), 5.10 
(s,"2H);'5.05 (m. 2H), 4.54 (m, 1H), 3.67 (s, 3H), 3.48 (m, 1H), 2.21 (m, 2H), 2.00-1.00 (m, 8H). 

35 Preparation of 4-amino,1-(propen-3-yl)cydohexane carboxylic acid methyl ester (123) 

Trifluoroacetic acid (19 mL) was added to a mixture of 122 (0.63 g, 1.9 mmol) and anisole (0.41 ml, 3.8 
mmol) at 0°C. After 5 min, the reaction mixture became homogeneous and removal of the cooling bath was 
followed by stirring ovemight Concentration, followed by flash chromatography (silica, 17:1:1 etha- 
40 nol/NH40H/H20) gave 123 as a yellow oil. 

TLC Rf=0.53 (30% ethyl acetate/hexanes). 

Preparation of [2-Aza-3-oxo-[2.2.2]bicyclooct-4-yl] prQp-3-ene (124). 

45 "A solution of 123 (0.39g, 1.97 mmol) in toluene (10 mL) was heated at 170°C in a sealed tube overnight 
The cooled dark reaction mixture was purified by flash chromatography (silica, 85% ethyl acetate/hexanes) to 
give 124 as a tan oil. 

TLC Rf=0.30 (85% ethyl acetate/hexanes); 
1HMNR (400 MHz, CDCI3) 5 6.08 (m. 1 H), 5.88 (m, 1 H), 5.04 (m. 2H), 3. 61 (m, 1 H), 2.35 (d, J=7Hz, 2H), 1 .80- 

50 1.50 (m,8H). 

Preparation of ([2-(N-Boc-piperidin-4-yl)ethyl]-2-aza-3-oxo-[2.2.2]bicyclooct-4-yl)prop-3-ene (125). 

Utilizing the procedure for converting 36a to 37a , 124 (0.18 g, 1.1 mmol) gave 125 (0.45 g, 100%) after 
55 flash chromatography (silica, 40% ethyl acetate/ hexanes). 

TLC Rf=0.36(40% ethyl acetate/hexanes); ^H NMR (400 MHz, CDCI3) 5 5.87 (m, 1H), 5.05 (m, 2H), 4.08 
(m, 2H), 3.51 (m, 1H), 3.40 (t J=8Hz, 2H), 2.57 (m, 2H), 2.34 (d, J=7Hz. 2H), 1.75-1.35 (m, 13H), 1.47 (s, 9H), 
1.12 (m,2H). 
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Preparation of 3-(1-[2-(N-Boc-piperidin-4-yOethyn-2-aza-3-oxo-[2.2.21bicydooct-4-yl)aceytic acid (126), 

Utilizing the procedure for converting 14 to 15, 125 (0.42 g, 1.1 mmol) gave 126 (0.34 g, 76%) as a white 
sticky fC5m. 

5 TLC Rf=0.58 (9.5:0.5:0.5 CH2CI2/CH3OH/ACOH). 

Preparation of ([2-(N-Boc-piperidin-4-yl)ethyll-2-aza-3-oxo-[2.2.2]bicyclooct>4-y1)acetyl-P-a!anine tert-butyl 
ester (127). 

10 Utilising the procedure for converting 15 to 16, 126 (0.1 4g, 0.35 mmol) gave 127 (0.10 g, 55%) as a colorless 

oil after flash chromatography (silica, 6:1 CH2Cl2/acetone). 

TLC Rf=0.52 (2:1 CHzClz/acetone); NMR (400 MHz, CDCI3) 6 7.90 (m. 1H), 4.04 (m, 2H), 3.56 (m, 1H). 
3.42 (m. 4H), 2.67 (m, 2H). 2.42 (t, J=7Hz, 2H), 1.76-1.34 (m, 13H), 1.46 (s, 18H), 1.12 (m, 2H). 

15 Preparation of ([2-(Piperidln-4-yl)ethyll-2-aza-3-oxo-[2.2.2]bicyclooct-4-yl)acetyl-p-alanine (128). 

Utilizing the procedure for converting 40a to 41a, 127 (0.10 g, 0.19 mmol) gave 128 (29 mg, 39%) as a 
fluffy solid afterflash chromotography (silica, 10:1.2:1.2 ethanoI/H2Q/NH40H). 

TLC Rf=0.17 (10:1:1 ethanol/NH40H/H20); NMR (400 MHz, DjO) 6 3.78 (m, 1H), 3.50-3.35 (m, 6H). 
20 2.97 (m, 2H), 2.48 (s, 2H), 2.38 (t, J=7Hz. 2H), 2.02 (m, 2H), 1.78 (m, 6H). 1.58 (m, 5H), 1.42 (m, 2H). 

Applicants hereby incorporate by reference procedures for preparing compounds of the present invention 
whereby guanidines are prepared from amines and whereby amidines are prepared from corresponding nitrites. 
Guanidines may be prepared from amines by those having ordinary skill in the art upon reaction with 3,5-dl- 
methylpyrazole-1-carboxamidine nitrate (Methods Enzymol. , 25b, 558, 1972). Amidines may be prepared from 
25 the corresponding nitrile by those having ordinary skill in the art using procedures demonstrated by Boere, R.T., 
et. al. J. Orqanomet. Chem., 331(2), 161-7, 1987; and Fuks, R., Tetrahedron , 29 (14), 2147-51, 1973. 

Utilizing the methodology demonstrated in this Invention, the following compounds, included in Table I be- 
low, are exemplary of the compounds which may be prepared according to this invention. 
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In vivo Activity 

45 The following protocols were used to determine in vivo activity in dogs of fibrinogen receptor antagonists 

of the present invention. 

A nnongrel dog of either sex (weighing 7.5 to 11.5 kg) is comfortably positioned in a nylon sling which ex- 
poses the legs and keeps the dog stationary. Five ml of blood is withdrawn from either saphenous or cephalic 
veins with a plastic syringe containing 0.5 ml of 3.8% citrate via a 19-gauge butterfly. An additional 1 ml of ci- 
50 trated blood is taken to measure whole blood platelet counts. Ex vivo platelet aggregations are done with the 
agonists ADP (10 ^iM) and collagen (10 |ig/ml) both primed with 1 ^lM epinephrine. Platelet-rich plasma (PRP) 
is obtained by centrifuging the blood at 1 50 x g for 5 minutes. Platelet counts are adjusted to 200,000/mm3 with 
piateiei-poor plasma. 

Oral administration of a drug is done either as a gelatin capsule or a gastric lavage. For the gastric lavage 
55 method, 5 ml of the dmg solution is administered to the dog through a feeding tube. Blood samples for ex vivo 
platelet aggregation are taken at the following time points: 0,20, 40, 70, 90, 150, 200, 250, 300. 350, 480 min. 
24 hr. 30 hr, and 48 hr. At each time point, the remaining platelet-poor plasma is saved and frozen for drug 
levels. Three additional blood samples are taken at 30, 55, and 11 0 minutes after dosing for drug plasma levels. 
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For the intravenous infusion, blood samples for ex vivo platelet aggregation are taken at the foljowing time 
points: 0,30, 45. 60. 90 and 120 min into the infusion and 2,5, 15. 30, 60, 90, 120. 180. 240, 300, 360, and 420 
minutes after the infusion stops. At each time point, the remaining platelet-poor plasma is saved and frozen 
for drug levels. The drug Is infused for 120 minutes at a constant rate of 0.1 ml/min. 

5 For the intravenous bolus, 5 ml of the drug solution is administered quickly. Blood samples for ex vivo pla- 

telet aggregation are taken at 0, 1. 5. 10. 15, 30, 45, 60, 90, 120, 180, and 240 minutes after the bolus. At all 
time points, the remaining platelet-poor plasma was saved and frozen for dnJg levels. 

In the oral and intravenous groups, blood collection times are recorded at each time point In order to de- 
temnine drug plasma levels. 

10 The following compound 



15 



25 



30 



35 



40 



45 




was evaluated according to the procedures described above. 
20 Inhibition of platelet aggregation (% of control) induced by intravenous infusion at rates of 10 ^g/kg/min 
and 25 ^g/kg/min was measured. Inhibition was nearly complete during infusion and partial inhibition existed 
for several hours after infusion cessation. 

Inhibition of platelet aggregation (% of control} induced by single oral administration of 2 mg/kg was also 
measured. % Inhibition of platelet aggregation was greater than 50% for a period of eight hours. 



Claims 

1. A fibrinogen receptor antagonist of Formula I: 



0 R 

X- ( CH2 < CH2 ) -C-NH-CH-CH-Z 

r1 



wherein 
Xis 



NH NH NH 

-NR^R^, -le-C-NR^R^. -C-NR^R^. R^-C-NH-. 
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0 

5 

-S{0)q. or -0-; 



10 



15 




where A=N and B= -CHz-, or A= -CH- and B= N-R^; 
Yis 



25 



30 



35 




O s 



wherein n=0-5; 

Z is -CO2R2; 



45 



0 

■P-OH 

or2 



0 
u 

-P-OH 
^10 



where R^o is C,_ealkyl, aryl, arylCi^alkyl 
u Is -CH-, -C-, or -N-; 
50 vis-CH-, -C-,or-N-; 

R and R^ are independently hydrogen, 

aryl, wherein aryl is defined as a mono- or polycydic aromatic system comprised of 5 or 6 

phenylene, either unsubstituted or substituted, with one or more groups selected from hydroxy!, fluoro, 
55 chloro, bromo, iodo, cyano, trifluoromethyl, Ci_3 alkoxy, Ci.5aIkylcarbonyloxy, Ci^salkoxycarbonyl, Ci_5al- 

kyl. aminoCi^alkyl, hydroxycarbonyl-Co-salkyl, or hydroxycarbonylCi_5alkoxy, 

Co^alkyl, either unsubstituted or substituted, with one or more groups selected from fluoro. 
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chloro. bromo, iodo. hydroxyl, Ci.5allcyIcarbonyl(Co-8aIky')arTiino. arylCi_saIkyl carbonyI(Co^aIkyl)amino, 
aryloxy, Ci_io alkoxy, Ci_5alkoxycarbonyl, Co^alkylaminocarbonyl, Ci_5alkylcarbonyloxy, C3_acycloalkyl, 
aryl, oxo, amino, Ci^alkyl, Ci_3aIkylamino, aminoCi^ alkyl. arylCo-saikyiaminocarbonyl, phenylCi^alky- 
lamino, aminocarbonyl-C^alkyl, Ci^alkylsulfonyl (Co^alkyl)amino, aryl CVioaIkylsulfonyl(Co^alkyI)amh 
no.arylCo^alkylsulfonyl, Co^lkylsulfonyl, hydroxycarbonylCo-salkyl, Ci^alkyloxycarbonyl (Co^alkyi)amh 
no, arylCa.ioaIkyloxycarbonyl(C(^alkyl)amino. Co^alkytaminocarbonyl(Co^ alkyi) amino. arylCo-^alkyia- 
minocarbonyl(Co^lkyl)annino, Co^alkylaminocarbonyloxy, arylCo-ioalkylaminocarbonyloxy, Co^alkyta- 
minosulfonyl(C(v^ aIkyl)amino, aryiCo_8alkylaminosulfonyl(Co^aIkyl)amino, Co^alkylaminosulfonyl, or ar- 
ylCo-s-alkylaminosulfonyl; provided that the carbon atom to which R or is attached bear only one het- 

eroatom; 

R2 Is hydrogen, 



where = Ci^alkyl, branched or unbranched. or phenyl, and wherein R^, when appearing 



hydrogen, 

^1-12 alkyI, unsubstituted or substituted, with one or more Ci_6 alkyI groups, or 

arylCo-4alkyl, or 

cyano, 

provided that when R^ and R^ are independently cyano, X is 



Ct_i2alkyl, unsubstituted or substituted, with one or more Ci_6alkyl groups, 




more than once, can be the same or different; 
R^, R3 and R* are Independently 




k is 1-4; 
m is 1-4; 
p is 1-6; 
q is 0-2; 



or the pharmaceutically acceptable salts thereof, or optical isomer thereof. 



A fibrinogen receptor antagonist of formula I in Claim 1. 
wherein 
X is -NR7R3. 



NH 




(CH2)p 
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10 



or 



30 



-S(0)q, or -0-; 
Yis 



I 



H2N 



15 



20 



where 




D— 



H2N-CH2 



25 



0 

D = -C-. 



35 




n 



40 



45 



R 

O 



50 



55 



or 



R 
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■ ^ 

where n is 1, 2 or 3, 
Z is CO2R2 

R and are independently chosen from phenyl, thiophene, imidazole, naphthyl, indole, indazole. 
thionaphthene, either unsubstituted or substituted, with hydroxy, halogen, hydroxycartonylCc^^ alkyi, Ci_3al- 
kyl, either unsubstituted or substituted, with one or more groups selected fonm aryl, aryloxy, Ci_io alkoxy, 
Ccsalkylaminocarbonyl, arylC(>^ alkylaniinocarbonyl, hydrogen, 

Co^lkyl either unsubstituted or substituted, with one or more groups selected from halogen, hy- 
droxy!, Ci^alkylsulfonylamino, aryl Co-ealkylsulfonylamino, C,^alkylsuIfonyl, aryl Co^alkylsulfonyl, Ci_sal- 
kylcarbonylamino, arylCi^alkylcarbonylamino, aryloxy, C,_io alkoxy, Ci_5alkoxycarbonyl, Co-^alkylamino- 
carbonyl, Ci_5alkylcarbonyloxy, Ca^cydoalkyl, aryl, 0x0, amino, Ci_6alkyl, C^^Ikylamino. aminoCi_3a!kyI, 
arylCcKsalkylaminocarbonyl, phenyl Ci_3alkyl amino, aminocarbonylCo^alkyl, or hydroxycarbonylCo^salkyl. 
provided that the carbon atom to which R or is attached bear only one heteroatom, 

R2 is hydrogen, 

Ci_i2alkyl. unsubstituted or substituted, with one or more Ct_6alkyl groups. 



0 0 CHo CHo 0 
-CH90CR^, -CHOCR^ or -C-G C-R^ 



where = Ci_6alkyl, branched or unbranched, or phenyl; 
R^, R^ and R* are independently hydrogen, 

Ci_3alkyl, unsubstituted or substituted, with one or more Ci^alkyl groups; 
k is 1 -4; 
25 m is 1-4; 

p is 1-3; 
q is 0 or 2; 

or the pharmaceutically acceptable salts thereof, or optical isomer thereof. 

3Q 3. A fibrinogen receptor antagonist of Formula I in Claim 1 . 

wherein 
Xis 




H,N-< S . or 



H2N-CH2 



where D = -0-, -S-, or 



0 
u 

'C- 



2 is CO2R2 
Yis 
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R 




wherein n is 1, 2 or 3; 

R and are independently chosen from phenyl, thiophene, imidazole, naphthyl, indole, indazole, 
thionaphthene, either unsubstituted or substituted, with hydroxy, halogen, hydroxycartx)nylCo_5aIkyl» Ci_3alkyl, 
either unsubstituted or substituted, with one or more groups selected fonm aryl, aryloxy, Ci_io alkoxy, Co^al- 
kylaminocarbonyl, arylC<^^ alkylaminocarbonyl, hydrogen, Co^alkyl, either unsubstituted or substituted- 
,with one or more groups selected from halogen, hydroxyl, Ci^alkytcarbonylamino, aryl Ci_5alkylcarbo- 
nylamino, aryloxy, Ci_ioalkoxy, Ci_5alkoxycarbony!, C(^^alkylaminocarbonyl, Ci_5alkylcarbonyloxy, 
C^^cydoalkyl, aryl, oxo, amino, Ci^alkyl, Ci^alkylamino, amino Ci_3alkyl, arylCo-saikylaminocarbonyl, 
phenylCi_3alkylamino. aminocarbonytCcM alkyi, or hydroxycarbonylCo^gaikyl, provided that the carbon 
atom to which R or R^ Is attached bear only one heteroatom; 

R2 is, hydrogen; 

B7, R3 and R* are hydrogen; 
k is 1-2; 
mis 1-4; 
p is 2-4; 

or the phamnaceutically acceptable salts thereof, or optical isomer thereof. 

The compound of Claim 1 for use in inhibiting the binding of fibrinogen to blood platelets, inhibiting the 
aggregation of blood platelets, treating thrombus formation or embolus fonmation, or preventing thrombus 
or embolus formation in a mammal. 

A compound of Claim 1 selected from the group consisting of: 
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35 

O CHa 
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55 
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OH 



HN 




O H 




O 
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15 




and 



25 



or pharmaceuticaliy acceptable salts thereof. 
6. A compound of claim 5 which is: 



30 



HN 



35 



SCH3 




00 H 



or pharmaceuticaliy acceptable salts thereof. 



40 



7. A compound of claim 5 which is : 



CHn 



45 



HN 




OH 



50 



or pharmaceuticaliy acceptable salts thereof. 
8. A compound of Claim 5 which is : 



55 
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or phamnaceutically acceptable salts thereof. 

10 

9. A compound of Claim 5 which is : 



15 




O 



20 

or pharmaceutically acceptable salts thereof. 
10. A compound of Claim 5 which is 

25 



30 




or pharmaceutically acceptable salts thereof. 

35 

11. A compound of Claim 1 which is : 

40 
45 
50 
55 
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H 



OlO 



15 




20 



HN 




COgH. 



25 



30 



35 



40 



45 



50 



55 




or phamnaceuttcally acceptable salts thereof. 

12. A composition for inhibiting the binding of fibrinogen to blood platelets in a mammal, comprising a com- 
pound of Claim 1 and a pharmaceutically acceptable canrier. 

13. A composition for inhibiting the aggregation of blood platelets in a mammal, comprising a compound of 
Claim 1 and a pharmaceutically acceptable carrier. 

14. A composition for inhibiting the aggregation of blood platelets in a mammal, comprising a compound of 
Claim 1 in combination with a thrombolytic agent and a pharmaceutically acceptable carrier. 

15. A composition for inhibiting the aggregation of blood platelets in a mammal, comprising a compound of 
Claim 1 in combination with an anticoagulant and phanmaceutically acceptable canrier. 

16. A composition for preventing and/or treating thrombus or embolus fomnation in a mammal, comprising a 
compound of Claim 1 and a pharmaceutically acceptable carrier. 

17. A compo^ifinn for preventino and/or treating thrombus or embolus fomnation in a mammal, comprising a 
compound of Claim 1 in combination with a thrombolytic agent and a pnanmaceutiuaiiy ciuucptaul 



18. The composition of Claim 14 or Claim 17, wherein the thrombolytic agent is a plasminogen activator or 
streptokinase. 

19. A composition for preventing and/or treating thrombus or embolus fomnatlon in a mammal, comprising a 

85 



JSDOCtD: <EP 0512831A1J_> 



EP 0 512 831 A1 

compound of Claim 1 in combination with an anticoagulant and a phannaceuticaily acceptable canrier. 

20. The composition of Qaim 15 or Claim 19, wherein the anticoagulant Is heparin or warfarin. 

^ 21. A composition for treating thrombus or embolus formation in a mammal, comprising a compound of Claim 
1 in combination with an antiplatelet agent and a pharmaceutical I y acceptable earner. 

22. The composition of Claim 1, wherein the antiplatelet agent is aspirin. 

23. The use of a composition of Claim 12 for the manufacture of a medicament for inhibiting the binding of 
fibrinogen to blood platelets in a mammal. 

24. The use of a composition of Claim 13. 14 or 15 for the manufacture of a medicament for inhibiting the ag- 
gregation of blood platelets in a mammal. 

15 25. The use of a composition of Claim 1 6, 1 7 or 1 9 for the manufacture of a medicament for preventing and/or 
treating thrombus or embolus formation in a mammal. 

26. The use of a composition of Claim 21 for the manufacture of a medicament for treating thrombus or em- 
bolus formation in a mammal. 
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